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(57) Abstract 

CETP activity inhitors containing as the active ingredient 
compounds represented by general formula (I), prodrug 
compounds thereof, pharmaceutically acceptable salts thereof, or 
hydrates or solvates of these, (wherein R represents linear or 
branched alkyl, linear or branched alkenyl, lower haloalkyl, 
optionally substitued cycloalkyl, optionally substituted 
cycloalkenyl, optionally substituted cycloalkylaDcyl, optionally 
substitued aryl or optionally substituted heterocycle; X, , X 2 , Xj 
and X 4 may be the same or different from each other and each 
represents hydrogen, halogeno, lower alkyl, lower haloalkyl, lower 
alkoxy, cyano, nitro, acyl or aryl; Y represents -CO- or -S0 2 -; and 
Z represents hydrogen or a mercapto-protective group). The 
compounds represented by general formula (0 are expected to be 
useful as preventives or remedies of a novel type for 
arteriosclerosis or hyperlipemia, since they can selectively inhibit 
the CETP activity to thereby increase HDL and, at the same time, 
decrease LDL. 




BEST AVAILABLE COPY 



(5 7 ) Bft 

HttSt ( I ) 




®KJft±flF«bftfttt* Xtt*o*ft««b<H:»^***»j«»fcbT3fea 
CETPiSttRE*MM(Kt«. HfcS (I) 1f*t)*n5fls^«tt, CETP 

*kbT#«tt3yjBf»*n*. 



A L Tfl"*-T 
AM 7/V>=7 



at *-*mt 

au t-^hyyr 

AZ 7*/u/W> ? -r> 

BA #*~T "^Aryx.m-t 

B B . 

B E -</V*- 

BF ^t-77y 

BG 7A>XVT 

b j -<i->; 

BR 

BY ^7/1— «> 

CA *7-^ 

CF **T7y* 

CG 3>rf-*»B 

CH *>f * 

CI 3-H?#T-/w 

CM 

CN 9® 

CU 

cy *rp* 

CZ fiya 

DE K*? 

DK t>-*-9 

EE 2t^h=.T 
ES 



F I 




LT 


FR 


LU 


GA 




LV 


GB 




MC 


GE 


MD 


GH 


7" 


MG 


GM 




MK 


GN 






GW 




ML 


GR 


*y->* 


MN 


HU 


✓^#y- 


MR 


I D 




MW 


I E 




MX 


l L 




NE 


l S 




NL 


I T 




NO 


J P 




NZ 


KE 




PL 


KG 


r¥ 


PT 


KP 




RO 


KR 




RU 


KZ 




SD 


LC 




SE 


L I 




SG 


LK 


X V • 9 

y^yr 


S I 


LR 


SK 


LS 




SL 



y hT-T 


SN 






sz 






TD 


TG 






T J 






TM 




TR 






TT 






UA 






UG 




:*-y 


US 






uz 






VN 




YU 






ZW 




























/l — t=-T 






o->T 











































WO 98/35937 



PCT/JP98/00S42 



CETPffittBftSffJ 

£%W&, (2-7^7xx;i,) ^7;u7^ FtfOtXfc:2-7* 77 

x-;i/f-*WJfi**r*fb^«JS*»^4:-rs«fJH«f CETPfSttRBSS"^ ft 

2-7^y7x-;i/) S/**;U7-r K«UfiXtt2-r$ 7 7 x^;u^ T 

ilS<D^^e>*?)liROIi^^i5E-r5i:#x.e>nTV^o Badim 
onMJ. Clin. Invest. , 85, 1234-1241 (1990 
) ) (CcfctK HDL (mbffiU^ga) iiVHDL (jfiKJiffi 'J^BS) ££tr 

ft «b 1"iStt t> ®!£ * ftfc £©$£#&<* fit 43 *3 , M«fctt£A £ itm 'J *a 
efc©H«fc*lr>T» HDL&WHDLttttttlR8«i1:flsffl**-rS*)©i:*it 

£fcifi^> iiii+'j*aaiii©ji&K*«sjs-r6fifis b[j*>. cetp (nu^f 

D-^x^x;HEaS«a) ©#&j&*i»e>J&»i:«eofco CETPfcfc, 1 9 6 5*P£ 
Nichols&Smith (J. Lipid Res. , 6, 206, 196 
5) fcJiOOfcT^O^affffittStu ^©£1 9 8 7*FfcD rayna^ti 
0 cDNA7D-^>7"^tlfco ^©^-7Stt«SSei:LT7 4, O0 0Da> 
«**^&£WW**fctt5 8,"'b 0 ODaTNfcS. ^CcDNAIl 1 



WO 98/35937 



PCT/JP98/00542 



2 

6 5 1 7fla<Di/^;U^7^ Kfc*fe^fc4 7 6fl!cD:r<y$?£ 
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7rD-;i/7i/^h7>X7i7-t') <7)f1-:ffl(C { fc-?THDL±T-i^7 l ;Hb^ 
ft-tCE#J&$£fts HDL0$7k&©*$gfl#£#*TU HDLttJ$#tf)HD 
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v^XftM s- [2- (l->f;i/y?D^>*M-;i/7?;) 7xx 

N-7izwt*;wu>K s- [2- (l y^y-^i/^D^-iTy 

2, 2-^p<^;P5 L ^-7'Pt^-y® s- [2- (tv\-p^;i/T< 7) 
i;7WD^;i/7jr;b] i^rJl' ; 

2, 2-i/J.?)\,3-*7'uV*>m S- [4, 5-v>7dp-2- (l-->7 
D 7"D tJI/i/J' D A+1t>*M^7 ; ; ) 7xx;U] XT.x/U ; 
2, 2-y^fW7Dt*>g S- [4, 5-i>7DP-2- (2-^7 
w^*i/)\,7u\Z*-)\,7X 7) 7 xxji/] x7ril/ ; 

2, 2 -itAf-frf-Tfrv f^ygg S- [4, 5-V7DP-2- ( 1-^y 
f-fri/9a*s*t>V>1l)]/1t=.)lt'7K 7) 7xx;u] iXril/ ; 
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2, 2-y^fm7DW>i S- [4, 5 -^DD- 2 - ( 1 -5/0 
2, 2-y7Wt7DM>|? S- [4, 5 -S^DD- 2 - ( 1 —>7 

D's^^;i//^;Vi/0D^^r-9->*;i/^-;i/7'^ j ) 7xx;i/] xt^ji/; 
2, 2-y^f^7Dtt>i S- [4, 5-^DD-2- (1-fV 

2, 2-^/f*WrDM>l S- [4, 5-y^DP-2- (1-fV 
^>^;i/^7D^7 , *>:fr;i/#x;u7^y) 7x~;b] x^t^u ; 

2, 2-^^^;U^-Pl-rDt^>i? S- [4, 5-^DD-2- (l-'fV 

^^^l/y^ori' >*;i/^x;i/T^ 7) 7xx;i,] x7^;i/ ; 

2, 2-y^fMtrot^>i s- [2- ( l — f y^>f*'/?D^ 

if>AM-)l/7^) — 4 — — h D 7 x~;u] i^ril'; 

2, 2-y/f;W7DM>i S- [4-J/7V-2- (l-'fV^Vf- 

;i/y^D^f>AM^7$/') 7xx;i/] i^rJl/ ; 

2, 2-y^fJ^t7ni;t^ S- [4-7DD-2- (l-<fv^f 

2, 2-y^fiW7Dt^>i S- [5-7DO-2- (1--TV^>^ 

;i/i/^D'\^-9->*;i/^x;i/T<7) 7i-il/] i7f;i/ ; 

2, 2-iy*3 L ;i/^*7'n£;*>62 S - [4 -7;i/*D- 2 - ( 1 vi> 

2, 2 -^^f-;i/f-^-7*D £/J->g? S- [4, 5-5>7/K-n-2- (l-'f 

V^y^)l^^n^V>ti)V^-JVTiy) 7xx;i/] X7>^;i/ ; 

2, 2-V J.3-)l3-*7nv*>m S- [5-7;i/xJ-D-2- ( 1 -4 Vi> 

f;k>^D'\Jrif>*;i/^;i/7^) 7xx;u] x^f*; 

If 7- [4, 5-^7DP-2- ( 1 - -f V^>f ;i/y^D's+1t>*^z^ 

7i7) 7xx;u] i;7;u7-f h" ; 
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2-rh7tKP7iJ;Mf;i/ 2- ( 1 -4 V<>>9-)Ws>7t}^*1}->i3)\/# 

N — (2-^;u*7"h7x-;i/) - 1 -xf^S/7D^*tf>*;i/tf*-9-~ h* ; 
N- (2->;^7h7i^) - 1 -7DtJl/y^P^>/bJl/m^ K 

> 

N- (2-^l'3!j7h7zr;i/) - l -7?-)i,i,?a^*y->t>)\,X*yK K ; 
N- (2-^1/j!j7|>7i^) -l--fV7^i/^nA^>*;i/m^ 
h* ; 

S/*P's4rtf>f-*a;Htf>« S- [2- (l-^V<>fJ^?n^> 

T-a-SfJlSK s- [2- (i--fv^>f;^7D^>*M-^?u 

) 7x-;u] iXr^b ; 

5-*;i/^'dr^^^^>^ S- [2- (l-fV^>f^>7D^> 

fcjl/tfx^TS. y ) 7irjl,] iXr^ ; 

^*S1^ S- [2- ( 1 v^>fji^*n^*"9->*;M*-A>:7'$ /) - 
4-^^7i-;i/] i7rJl/; 

[2- [1- (2-xf;V7"^) ->7D^>j!j;^-jl,75 >> ] 7 

N— (2-^«/*7h7x^l/) -1- (2 -x^rfvM/) is*? n^*y>t) 

2-*?)H-*7at*>8i S- [2- [1- (2-^^;i/7^;i/) i/ta^ 

2-^Wt7ot*>SI S- [2- (l-fV^J/^D^m** 

l -7»-fef-;nr^uy>-4 -f-**;i/4?>l8 S- [2- [1- 

7*^-;U) i/{?W\*y->tl)\,tf-)lTZ J ] 7 x — 7U] iXfib; 
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S- [2- [1- (2 -x^;i/7^;i/) i/? o^VytifrX-frT 
2, 2-->*^;i/^#7-ne*>fig S- [2- [1- (2-x^;i/7 r f-;U) > 

/Y*i'3-*mm s- [2- [l- (2-x^;i/7^;i/) is?a^*y->j])i 
ft-)\,7l y] 7 xx;i/] x^x;w; 

2-t HD*i/-2-^f;W7*DM>f S- [2- [1- (2-x^;i/ 
7^;i/) i/^P'N^r-9->*;i'^x;u7'^ y] 7xx;H 
4-^DD7iy^>f^ S- [2 - [1- ( 2 -x^;i/7*^;i/) «>?P 
^3-9->£;u*x;i,7^ 7] 7i-;i/] i7?;i/ ; 

4-?DD7i7^miS S- [2- ( 1 — f V 7*^71/ i/^D^dp-y->* 
;!,#-;!/ 7" 5 7 ) 7 xx;i/] i7tJ1/ ; 

• 1 -7'-bf-;i/t^'J^>-4 -^^-7!j;v^>^ S- [2- (l-^V/f;b>> 

i7D^df-it>*;i/^x;bT5 7) 7 i = A] I7TA 

® ESLtfflF S L» StfL b < fcfc»i«*n4&*4t«lfft# t bT «e S 

CETPfS<xffig#Jo 

(6) ±8B (1) 7JS (5) I3tt©fti£«k 4cD7-d h'7^fb^, *©E3li 
±»Fgb»SJfix Xtt*©**Q#j:gb < ttjSKi&ttt«MAd2:lT6iSfit 

( 7) ±IB ( 1 ) 73M (5) ett<Z><k&fe ?©7d K 5 * ^flsGtt, *©E3t 
±*IFSU»S«L Xtt*©*ft«Beb < fc bTftS»J»« 

(8) H(« (1-2) 
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NH 




s— Z,' 



(1-2) 



[5W, R* 



fir 6 ct ^ C a - . o i/ Z p 
X,, x 2 , x s , X4tt-en^n±iB d) 

Z,' tt 
-$5£ 



-Y.Ri UCT% Y.&tfR.tt^ft^^fB (3) fcPIDT-$)?>) Xtt 
-S-R 2 (C^T% R 2 tt±l2 (3) fcHfcT**) I?**] 

( 9 ) -jfciS ( I - 3 ) 
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O 

x 

FT^NH 




X 3 



R' ' tt 

1 -BJft- 03-10^^ D7;i/*;i/SXtt 

x., x 1( x 3 > X4tt^n^n±!3 d) tmt-c&i). 

Z.' ' fct 




x 3 



R' ' , Xk Xi, X 3 RVX<\t*ti?t\md<D£&t) T-&5) ; 
— Y i R i (C£T% Y.XVRitt*ft*n±SE (3) i:|HlDT-$)5) Xtt 
-S-R2 (ZZT\ Ri{±±§B (3) illHJDT*^?)) T*i&3] 
Tii£ft£±fe (8) E«©fli^», *orDH7^ft^ *©E*±»FS 
UftSft Xtt*©*lDlfc:g L < tttttfffltt. 
(10) -fiSst (II) 
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X3 X 3 



(5£«K R' > Xk X,. X»RVX4l*Zft?tl±.B (8) tmtizlb*) 
(11) (II- 1) 




(II- 1 ) 



X3 X3 



(St** R' ' % Xk X 2 , X»»tfX«tt*ft*ii±ge (9) h[SlbT-$>£) 
T-^^n^±IB (9) tmVitS®, €®7DK7^ft^ *©E£Ltlfg 

(12) -fct (III) 
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T*3l£n3±I2 (8) SBtt©fli£«u ^®7d HJymft, *©EJ*±WS 
( 13) -jftgt (III- 1) 



(at>, r* • \ X,, x 2 , x 3 Rxfx,&zti?n±.m (9) tisibT-fes) 

T-^tiS±I3 (9) 83tt©fli£ftk |?7^ftd«, *©E3S±ifg 

(14) -jftSC (IV) 



(5$*k R' x Xk X»s Xsx X«* Y.SVR.{±^H-en±IE (8) fcPICT* 
T*H£it£±§e (8) iB@©ib^ ^©7p K7^ft^jj, *©E3K±fflFS 
(15) -«3S (IV- 1) 





(IV) 
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(IV- 1) 



R ' ' n Xu X 2n X 3 , X«, Y,SZ>'R.tt^n^n±I3 (9) hlHJD 

-?<&£) 

-C-H£ft£±fe (9) 8B«©fc£«K W7D|!7 9mfts *©E3B±WS 

JU±*©*#n*5eu<tt8***B*J. 
(16) -«SC (V) 



(3£4»> R' x X,, X 2 , Xj n X4&tfR 2 i±'*ti^*i±IB (8) 
■C*#H5±8B (8) SB«©fl5£*k *orn.K7^ft^ *©E«±8fS 

(17) -«SC (V- 1) 




(V) 



o 



NH 
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[a** r' ' x Xk x*, x 3 , x..svR 2 tt^n^n.UB (9) tmK-z&z 

) 

-cmtihlM (9) 33tt©<b£», *©7nK5 7^fts *©E8LttT-§ 
UflSJfi, Xtt*©*«l««b<tt*«WD1fc. 

(18) tx- [2- ( l -^?-;i/^7D'\*tf>:fc;i/;tf-;i/7 , $ y) 7x-;i, 

] i/7;i/7 -f K ; 

tX- [2- (l--f , M>^i'^D^>j'>*Jl/^7U) 7iZjb] 

t:x- [2- (i-'fv^>fji/->i'D^>*^-;i/7U) 7 x -;H 

i/'X;U7 -f K ; 
5 K ; 

N- (2-^^*7h7i^) - i -^f-;i/f>7D^df-9->*;i/^^it$. H ; 
N- (2-^;i/*7f7z^l/) - 1 V^>f-;U>'7D^.>7 >*j)i#*y 
5 K • 

N- (2-/;i/*7"h7x-;i/) - l v7d f;uS/^D'\+it>*;i/^=^it 

N - (4, 5-^7oD-2-^;i/*7*h7x^;u) -1-^v^>W^d 

N— (4, 5-y7PP-2-^;i/#7*h7x-;i/) - 1 --f v^>^;i/v7 D 
9 yf> X h* ; 

N- (2-/JI/A7F-5-/^7iz*) -l-^V^Wi'^D'N^ 
N- (2-^M7h-4-^f^7xr;i/) - 1 - V^>^;i^>7 D's+if- 
S-.-[2- ( l -4 v^y^fryou^vybfrK-fr? x J) 7 
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2, 2 - i;/ 7D£7j->f& s- [2- (l-/f-;i/v^D^^-y->^ 

- ;UT ^ y ) 7ir)i,] iXt;1/; 
2, 2-^/^;1/5 l t|-7-d Z*>M S- [2- (l-^V^>^;U->^D^Jr 
■9->*;Hf±;i/y S. 7 ) 7 x ixfil/ ; 

2- T-b^;i/y5y-3-7x-;b^^7 , Dt^->|® S- [2- (1--TV^ 
>f;k>^OA^>*;i/ifrji,7 5 7 ) 7 x-;i/] i^ril/ ; 

3- eu^>f-a-*;M?>& S- [2- ( 1 ->f v*>?-;pj'*n'\*tf>* 

)\,7 \ J ) 7 x-;i/] i^Til- ; 
^DDftStS! S- [2- (l-^V^>f;i/y^P^1f>^rjb7; 
7) 7i-)l'] i7tA ; 

s- [2- ( l --r v^>^;i/^7D-\drt>->*;i/^;uT 
<7) 7x-;i/] xt^;1/ ; 

3- *7at*>$. .S- [2- ( 1 -4 V^Z-JVi/Zu^y-ytDm-hT 
i;) 7x-;u] i7t)1/ ; 

7i;+«>ftSi8 S- [2- ( 1 --f V )W> 9 a >%)],#=.)], 
y * 7) 7 x-;i/] i7-r;i/ ; 

2-^;i/3 L *7*D t:*>fi£ S- [2- (r-^V^>^>^o^>* 
;i/;tf - ' 7 ) 7i-)l/] x7ril/ ; 

4- ^DD7i;*S/W»8 S- [2- (l-'fV'O^l/i/^D^U-V 

*;i/#z;i/7 5 7) 7x-;i/] x7sx;u ; 

j/^n7D/<>w*;^>fi s- [2- (l-'f v^>^;b'>^D^*> 
A;i/^;i/7?;) 7xr.;u] x7^;i/ ; 

2-7-bf;i/7^ 7-4 -*;UM*^E^;v^7-^U;i/i? S- [2- (l--fv 

^fJl/^D^tf >#;i/#.x;l/7'* 7) 7i^] X7N-T71/; 

2 - t HD^ri/- 2 -^^l/f-tfT-ObrtfXgJ S--[2- ( 1 ->f V*>*\>U 
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2, 2-^^f;i/ft7'Dtt>i S- [2- 7'<>f;i'y^O^> 
?>il)lX-)\/Tl 7 ) 7irA] l7,Tib ; 

:ftfgft$ S- [2- ( 1 -4 v^.>^;bi/^n^.>^>^;i/^-;uT$ 7) 7 
x x*t71/ ; 

2, 2-^^^^^7-pt^->gS S- [4, 5-v7PP-2- (1-47 

2, 2-y^f;WrDtt>S? S- [4, 5-->*7DD-2- (1-4V 
^>fi^^D^>^>*^i,7;;) 7xx;u] x7^;i/ ; 
2, 2-^73 L ;i/^*7*P£:*>i? S- [2- ( 1 -4 V^>fi^^DA^ 
V>}))l>X-)lT i 7) -4 - h 'j7Jl/tP^f;i/7i-;H X7,?;i/ ; 
^*$fi£ 0-^JH7,f^ S- [2- ( 1 -4 V^>3-)l>s?v^*y> 
ij)l^-)VTKy) 7i-il/] xXril/ ; 

v^J^S? S- [2- (l-^f;^^D^tyAMr;i/75y) 7xx 
il/] iXrib S-71-iHXT^; 

N-7i-;W*;WU>fi S- [2- (l-'fV^>f;i/y^O'\^^> 
^M-^T^) 7xx;i/] x7x;U; 

2, 2-v/5 L ;i'^5i-7-D t:^->^ S- [4', 5-^7DO-2- (l—>7 

D7 , De;u^7D^drit>*;i/^x;i/7'^ ^) 7xx;u] i^rll/ ; 

2, 2-SM^l^/J-7*P S-[4, 5-^7dp- 2- ( 1 

^;ui/7o / \^it>*;i/^-;U7'^ y ) 7xx;u] ; 

2, 2-v^f-;i/^7t-7*D t^->i? S- [4, 5-^7Pn-2- ( l-->7 

P7"Pt:;i/^f-;i/i/7p^^rlt>*;i/*"x;i/7'^ y) 7x-M i^r^; 

2, 2-*^;i^*7*pe;*>i? S-[4, 5-v?7pp-2- 
p^dri/;i/^^;i/f/7P'\^-9->73;U*x;i,T^ 7) 7i-M x^^l/ ; 
2, 2-^^^^^^7*Ptr^>iB? S- [4, 5-^7PP-2- 
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2, 2-^^M*7DM>i S- [4, 5-y^PD-2- (1--TV 

2, 2->7^l/ft7-DM>(g S- [4, 5-y^DD-2- (1--TV 
'<.>7-)li/t?a7?>fj)l>X-)lTl. 7) 7 1-*] xt^;U; 
2, 2-i>M-)\s3-*7uVJryf& S- [2 - ( 1 -4 vo?)\,*/9w\* 
y-ylD\sX=.)\>7l 7) -4 hD7x~;l/] xaf^U; 

2, 2-x^^;i/f-7t-7*Dt;^>g! s-[4-i/7;-2 - (i-^M>f 

2, 2->7f;W7P^>i S- [4 -70D- 2 - ( 1 --f 

;i/->7D^\^rif>*;u^^;u , 7'^ 7) 7x-;i/] x7^;u ; 

2, 2 -^^l/^T-Dt:;*^ S- [5-70D-2- ( 1 -<f 7^>f- 

j^>^d^>A;^-;i/7U) 7x-;i/] i^rib ; 

2, 2-y^^ftrDtt>i S- [4-7;i/*D- 2 -r ( l-'f V^> 

Z-fri/Vw^lcyyijfrX-frT I 7) 7i-Jl/j x7x;i/ ; 

2, 2-^^^l/f^/Dft>K S- [4, 5-y7MD-2 - (1-^ 

V^->f-;i'i'7D'\^fij->*71/^-;U7'^7) 7ir.il/] xTs-rJI/ ; 

2, 2-v^?;i/^*7"D K*>K S- [5-7;Wn-2 - (l--fv^> 

1- )\,~>?7a^*y>tijm-)lTz. 7) 7x-*] x^x*; 

tx- [4, 5-^7Dd-2- ( l -4 VOrjUstrvi^VytDlX-fr 
7) 7xx;b] j;^;i/7-f h* ; 

2- rh7tHD7iJ;Mf;i/ 2- {!-<{ tu^*yi/ 
-)\,7U) 7i-il/ ^;i/7-f K; 

N — (2-/M7h7i-;i/) - 1 -x^U-> 7 D'\*-?>£;i/ ^ H ; 
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N- (2-;<;i/#7*h7xx;i,) - 1 -7^;u^7P^*t>->ft;i/**t>-$ K ; 
N— (2-/;i/*7h7ir;V) - 1 --f V^;U^>i7D^dF-9->^j;i/^d|r-9- = 

K ; 

1, ta^*y>1-*i3)\,#>m S - [2- ( l --f v^>^;ui/^D/s^t)-> 

y) 7 x -;u] i^tJI- ; 
ftSlil! S- [2- ( l --C V^>f-;Ui>^P'\^-y->*;U^r:;uT5 7 
) 7 x i7ril/ ; 

5-^;u^^^>9 L ^^>^>^ S- [2- ( l -4 v^>^;us/7P^*t>-> 

fDVX-HTl S) 7 x i^fil- ; 

^tffift® S- [2- (l-^V^>f;i/y^DA^>^^z;bFU) - 
4-yf)l/7xrjl/] i7rJl/ ; 

fcT*- [2- [1- (2 -x^;i/7^/l/) ->7P^^r-9->77;i/Ttf-;i/y 7 
xx;u] >>x/l/7 -f K ; 

N- (2-/;i/*7 , h7xx;u) -1- (.2-x*-;i/7'*-;i0 i/?D^it>* 

2-^/i/f L *7'D e^fig S- [2 - [1- (2-x^;i/7-^;i/) 
dr^>*;i/^x;i/T^ y] 7i-A] I7rib ; 

2-/^;i/^^-7*D^7i->i{ s- [2- ( 1-4 v7^-> 70^3-9- >ft;i/ 

r-7-b^;ut:^>;^>-4-f-^*>/i/^>i! s- [2 - [1- (2-x?-;t/ 

f-tfftg? S- [2- [1- (2-x^;i/7-^;v) i/9o^*y->i3)\,#-)\,7 
^7] 7 iUI/] x7t7U ; 

2, 2-;^JW7D^>i S- [2- [1- (2-x^7-?-;i/) > 
?0^*y>t)Jltf-)l7 i 7] 7xx;i/] X7^;U ; 

S- [2- [1- (2-x^;uy^;i/) a^V>io)l 
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2-t h'D+y - 2-^^;u^^-rDt^>ig! s- [2- [l- (2-if;i/ 

7*?-;i/) ^>^D'\^-y->*;i/^-;i/7'^ y] 7x~;i/] x7^;i/ ; 

4-^D0 7xy^'>^*Bffig S- [2 - [1- ( 2 ->*d 

^\^-y->*;i/**— ^ y] 7 x iXrJl/ ; 

4-^7DD7i; S- [2- ( 1 V7"^;i/^^D'\^tl->^ 

;i/^r;i/7U) 7i-;b] i^r;i/; 

1 -T*.*)\>V.^*)i>y-4- ; l-*t>)i>X>m. S- [2 - (l--^V7f;i/-/ 
7 u^*vyt>)\,i&-)\,7\ J ) 7 x 

^e>^s»fct^ji«n?,±g[] (8) naii^t^, ?©7DF7'>yfb^ ^ 

(19) U2 (8) Til (18) imoit&m. %(D7u K-5 T^bim *® 
(2 0) ±.m-f&3. (I) Ta£*iS<b£tk ^©7-D K7>^7*ft^tls zvm 

mm® t < (iM*ti#j© c e t p&ftmmivm 

(2 1) ±gB-flSS; (I) -emZtiZit&W.' Z<D7a K7*^b£$k *<DEI 

(2 2) ±13-©^; (I) T*gl£;H?><b£$U ^(7)7*D K7«y7*{b^. 
iH±§<r&U#5J£, XI±^W7KflJ^L < (if^llntXDiiMSII^b^RSXIi^^ 

(2 3) ±H3-^ (I) T-^^ti5<b^ ZO)7a 
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(24) ±83-ABS (I) T-a^n^ft^ ^7DF7^ft^ ^©H 
&±af& U% 4 «L XJi * O/kftl^ L < tt&jglD ft ft T 5 - ft £ 

(25) J:33-«a (I) t**n4ft^ ?©7DH?^ft^ *©E 
&±,ST-?? US Xtt* ©**J«J« U < tt»'«««Sft«l^t»4"r S Z. £ ft^ 

c-7^;i/^ tert-7f;H, '<>?-;i/g. ^;A>fjH, **^.>?- 
tert 1 -xf-^rf-^Jfc 2 -if;i/7f;H, 1 - 

l -x^;u^>.^-;i/^ l -ruKfr^is^jvMs, l--fv7f;K> 
?-;N$. 2-x^;i/^>f-;bS> vrnt^V^S, 2-tert- 

7^;u^>^;i/ik 3 -xf;K>f^S, 3--fV7D^K>f;H, 4- 
l, 4 -^/f-;i/^>f-;uas. 2, 4 -v^^;i/^>5 : -;u^fe 
, i -x^;u-4 -/^;i/^>^;i/S, ^*^;i/«s 1 -if^**/^at, l 
-7Dt;K^y;H, \ 2-x^;i//Nd^;t;i£ N 2 --f V7*d t^^^HE 
, 2-tert-7fW>>;H, 3 -x^u^*^;^ 3-fV7*Dt:;i/ 
3-tert-7f;K^f->;iS, 4 -x^b/N^fwl/^ 5-^ 

2 -x^t^vT*?-;!/^ 2--fv7Dt;^7f;i/$, 3 -^d tvi^r 
4-7DtJK7» 5-xf-;i/^7*^;i/S, 6 -;<^;^'\7•^;^ 
-/^;uy-;t,S, 2-*f-)lS-frjL fyJHfT^5, »*U<ttS«® 
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^V7Dt;H, 7"^;i/£, •fV/^H, sec-7fM, tert- 
1 -Affr- 2 -7"D^-;uS, 2-^?;i/-2-7D^H, 1 

l -7*xx;H^ pu^-)i^ l -/.i-)\,-3-7t-)i&, 3- a 
?-)i-2-7 : r-)\'&s l, 3-^/^;u-2-^7 1 -;i/^ i-^>xx;ui£ 
„ l-^A-2-^>r-M, 1 -x^;i/- 3 -^>^-;i/^ 4-^>^ 
x;u££, 1, 3-^>^^xz;H, 2, 4-^>^^x-;i/^ N 1 -"s^-fex 
1 -A1-)\'-2-^* J b=.)im, 3-^tr;H, 4 -^*-fex;i/& N 
5 -^*-fex;u£ x 1, 3-^yx-M v 2, 4-^**^ 

x^iH, i-A7f-;H> 2-^7*t 1 x / m,& % 3-^7*^-;i/^ 4-^r 

5 --\7"t--;u^v 6-^r^-;i/Sx 1, 3 -^r* s;x 
2, 4-A7^j;xr;H N l -t^T-;i/lv 2-*$^-)^ 3-*?r- 

4 -;f ^x^, 5 -tf£x-^S\ 6 -tf^x;!/^ 7 
x;i/g, l-y*x;ua s 2-7*x;i,&, 3-7*x;bg, 4-7*x;i/J£ N 
5-y*x;i/|E x 6-y^-;Hls 7-y*x;i/fi s 8-y^-;i/^ 9 -x-tz 
x;ug^T$>So »*L<tt^*^-T»2 73 g8fflOii«Xtt«-tttt©7;i/^ = 

ffl o - x ata * o fc ^ d y >ra ^ *«iKft u fc * © s 3ft i* u iii* w t a 7 ;i/ ^* 
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rc, .MT;i/zi^->ijEj tfcju i55i!liOCi- 4 «T;i/=Sr;i/a&#-r?.T;uzi 
tf*iy^ 7FJF^ -Y77b*S/S, sec-7Fm tert-7h 

t e r t -7?)l3-*m®-C$>Z>o 

JSs s^or?-;!/** /^D'Ofjn, i/^D^s=»r^;i/ffi, ^D^r^i/^ 
*o [2. 2. 1] ^7-f-;uffl, ?^>f;H^tS5. ^^<\±^mm^ 

o 

yxrM^^S, $? $ L < ttlS^i^ 5 7}M 7 <I© * o ^ 
r c. 1 . l o^^DT;i/^r;i/C,: 1 o7';i/dE-;u^j tit. in)l<Dmffix.&fttiift(DC 
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x^;uJi, 2 -^>^D^.>^;uxf-;b^ 2 — >y- u^i/)V^)V^ 2 -is 
tra^73-)i,x.3-)\,&, 1 -v^P'Ndri/;!/- 1 - /f;i/xf;i/S, 1-v/£p 
^Jrv;u7"Pt:;i/Ss 2->^d^>Wo^S, 3 -^p-7^;1/7*p£ 
3-i'^D'<>f;i/7DtJi/l N a-i'^DA^-Wl/rDt;!/!, 3--> 
^p^7f;vrot;H, l -^^orptvi/- l - ^f;i/7Dt;n, i->> 
^p^^t^;u- 2-^f-;u7*p^;i/^ l-S'^D'Of-^rfjWfc 

P^S/^T^l/fix 3-i/^P^^r»>;U7'^-;i'^ 4 - i> >? P 7*P tr^T^u 

4—>£p7^;i/7f-;iA?£x 4 -«>^p^>^;i/^f-;uMs l-:>y-p^* 

P'N^r->;i/^>5 L ;i'Sx l -S/£p^3^>;M-f 2-^^p^^ 
v;i/^.>5 L ;i'^ 2 -i/^p^drv;b^f-;b^>^-;v^ 3 -»>^p^>f-;u^. 
>^;i^> l - v^p^^rv;v- 4 -^f-;i/^.>^-;i/a^ 5-^>^p/^>^;u^ 
>^;i/S> l -i/^DA>^i/A^y;i/S, l'-*>2 p^^i/;u^^^>;b^ l 
- > if p^> ^^rS^Mk 2-y?DA>f;KJE-i/;H, 2->>^ 
D7Dt;nfjKJry;H, 3-v^p^>f-;i/^^^;b ; S. 1-v^p^* 
S/^^rf-;^ l ->^p^>w- l l-s^D'v* 

a^>3-)l*'7?-)lM. 3-is?t>^*i,)\,*??-)\,^ 2-*>?P^>f-;M 

3-y^D7otJWr;H N 1 - ni>f- IS/Pa^t/ 
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i~;p'J-;H£j tits 7x-;nt s 7>h'J;H, 7*i->h<) 

rT7;i/^;i/^j tfciu ff(iE©C..^»7;i/*;i/asc^0TU-^l6A«lfli 

7!^^^;^ *-7?-JM*-;HL 2--*-73MUxf-;hffi s 4-t7ir;i/ 
3- (4-K7iz;i/) 7D^SfT-$5. 

ij-;ut;i/^t=;i/*j iittu ia*JK*R2 7J54lli©7;b*=;u«fcflJi!li 
©7»J-;u£#tt«llyfe*©**i*U SWl:tt2-7ir;i/t-^ 3- 
7 x-;i/- 2 -7*d ^-;uSv 3-7 x 2 2 - 7*n ^.-jiMs 

4-7i^-3-7t^S, 2- ( 1 -±73-)U) 2- (2-f" 

\fi-)vms 2- (4-£7x-;i/) tfx;uga?T-£>3o 
, I»li7irj^« v ^-7^-;i/^^l£^r'fe5o 

•j;i/^> hjtvuas, K5»/u;uat tDU^is, 7U;i/ 

f-x-;i/^ rh7^i, hij7^-;i/i> KU^y- 
ey^;i/£$©£«jfc«*Ji^ m-^^^V7^h 

„ tDiiyrjH, ^ h7 t h*P7 U;i/S, rh7tl-'DfirjH N S^7^ 
T^rjUg, f7y?y^^ t^'jyS, 

t^-7->'^;b®, f^u^;uSv t'^u^yffis t5^;u® 
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ttt2-f-xr.;i/^f-;i/^ % 2 - 7 U ;M ?\>l/£s 2-V) 3- 
2-f'J v;u- 3-/DWH|!t'fe5. 

^vr^U^Sx ^vni/;i/S, eAD^Ht, ^^-y- 

JJfr&s 7i"jD^;i/S, 7"p t^f d ;i/^ N ^ * 7 U □ )V&s VuYJl 
^>vV;u^ t7h-f;H, h;M--f;i^ tKD7hD^-f;H, t 
hn^-f;H, isy+^-l KM, 7d^;H, ry-f;H, xaf-y-f 
V^Df;^;bS, 'j n d 5>7M;i/&x 7*U -fe d -f hD^W 

D^;i/Sx t^DZD^H, 7DhAr7t^Mv tfD-Ol/ffl^ v7D^> 

*>£;t/*-/l/^ ^^D^\^r-t>->*;i/^x;i/jS N *>7 0^7*7 >#;i/#z:;i,3t 

>Htf=/HS % 1 --f v^>3-)H/?u^**)->l3)\,X-)\sm, tert-7*h* 
/ 3Lh*i'ti)lX-J\'&. 2- (l-^ 

v^>^;u^>^ □ /\drit>*;i/^x;i/T 5. 7 ) 7 xx;i/f-3|-*;u^- ;uS*?T*2fe 

l -/^;i/i/^D^^r-9->*;i/**-;i/^ l -4 v^>^;i/S/7p^>*>#;i/ 
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tt A & -a T * «t < . * fc ll!!l©fi ilttff i£ T- & o X ft £ ft £ & © T* 
ttft^. %&m£\*m>&<omMX&titiL®<DC> }0 7fr*JU& ; fi!ri£©ig8Xtt 
#&tt© C: ,o7M-;H; nijjiii© C ,i - 1 o > ? d T)l*)l& ; nus^CD C 5 ■» * 
D7M-il/Si ij5iliOC.i-u)i/^DT;Udr;i/C.-.o7';i/^;U^ ; m&<DTV- 
;7 5>;2& ; /^7^S N ;i/7 * cdc i .<iS»7;^;i/7 5 7 

o 

w ±© Rft&ti * t) c r tz & » z \mm 1 1 x m m a n s * © x- $> o > r . t *> 

vxttfonm?* i M3ffl«t awi**rovt * 5»s 6 

j. ri^nt^tt) «fc^r5;i>*;watj rg^nt^-c* i^zu— ;uy 

;i//r-;uSj * r H&£ftTi^T t» «fc 'J -;Uf-*|£j r ffl&£tiT^T 
*J:v*575S6H©^D7U—,/i'7';i/*;i>3&j fcfcttS rg^^nT^T*«fc 
fctt, 17iM4(i N »SL<ttl7>S3ffl©WftatJ:DB«l*nT^'rt» 

tt« JST -a T ft £ KK£ * ft 3 4> © T- tt ft t * o Hftft t (i ffijiE© Kffi X tt^tttt 
©C-.o^i/*;^ »*L<*±ii«lXtt^«tt©c.-i7;^;uffi ; fluM©iiii 
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; B?3>liOC. 4fa$ST;i/+;i/^^S ; ^©AD-^WbC , -*mk7)\,*)V& ; }w 

ri&^ft-r^tfcj^j i:fct, 175£3flg©^i&ffifcJ;i?S&£ft-to 

Mttffi«**oT8fclR£*ftofc©T?ttfc^o RiW»fcttHili£©C. ,f£^T 
;u=/*:>i£ ; iw$©C,-<<£»r;u*>i/®, nuM©^^;b«Xtt7jc^ST'iSm^n 

£ ; im<D7i/)im ; iwj$©it&£ftT^-t& i^7U -;i/S££-r3T'J-/b 

&oTftCEJ£;*ftot,©"CB:«e^. ^Wt(iHuM©C.-4fi|Rr;urj^5/S ; 
fitjiifi© C , - 4<£|ft7';u^;i/SX(inuj£li©T i/)l&X'W&$ tlX V >T * J; S / S 
; M&<DCx-*{&.&T)i*)\'3-*M ; *;w<^ ; frm& ; #;u*^>2i6 ; US 



WO 98/35937 



PCT/JP98/00542 



40 



ftt»5^7^ FftWUfeJio. JUCWCttTIEortSx C. -..<£« 
r;U3*v^^;i/^ ; C i -4{§M7)l* )\,3-it ; 77)l*)l 

ay)i^-)i-t^iy^^-)VM ; C 3 - i oi/i7aTJVic)lC,-to7J\s?3-i/*?-)l& 

<t 0 ft t tt m i£ © C . - < ffift 7 JU 3 * & £ M t 5 C , - « {£& 7 )l □ * ^ f- 
; rMCC.-WffiSS^^^l/f *M%£t : hCi-*i&WL7)\'*)l?-***)l& 

*#-rs7-7;u*;u^*/?-;uS ; Mj$©C3-> 0 *>£D7;u*;u&£;|g-f SCa- 
;i/«S^1-?)C3-,o^^Dy;u^r;uCi...o7';i/D^r^^?-;i/^ ; giM©7'J-;i/ 

SS^-r57"J-;i/3r^r^^^;i/S ; mi&<D7>)--)\,3-*&Z£t2>7V-)l3- 

mj&OWfXtC t-,&m7)\s*)im, mi&<DC t -<i&m7)lii*i/^ Mi&<D 
C>-a{&Wi7)1*)\,?-*^ mjfc<Dmm$tiX^X*>JL^7* yg % 85jili<Dim^ 
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5. tlX I vt *> <fc i\ 5 TM 6 w O^^TOXIiijuili©!!^^ tiT U T fe <fc U 

iwM^c. 3* ijiiMoc.^MT^^;!/^^-^ fwidi© 

Cj-iny^ d c i - . 0 t;1/^;u^ Htii$©l8!£ tir^T t» -ft 

^)-ftTft^-)im. ffimvmmztiz^ztjji^Tv-fri-xm, mmomm 

PW^Jl^XttHtjKli(7)g^$nTUT 4) <fc H 5 flS 6 iW\rD7'J -ftTft 

rJ^^i^ii©^l^^!i^^^■tv^-c^, e |;^^7"J-;^^^ iffitfioiij&^ft-t^Tfej:^ 

*Ji/ST-l}&£ft-t^Tfccfc^7'^ y iiftX-ftJrZ-i/tl-ftm ; b5j£0D^$i£ 

nx fe «t ^ iii^xi±7>^«© c . .. 1 0 7)]/*)im, m&<D^ d^c-^i? 
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£ n C ». 1 0 -> £ d T;i/dr;i/ c i - . oT;^^ fiu iSwfiHftd tiT * J; t^T* y 

aMUR-Tv «*US?XttBfcBiB : F& 1 71£3fll£*SiSBlSft'tlvt fcJ:^ 5 7} 
¥. 6 tm&Mm&xa\m)&<DWI&2hx * J: n 5 751 6 Si<D^ d?'J -;u 

j tLXits x^;i/^ s -fv7Dt;H, -fV7f^S, 

t e r t -7^1/^ ^7*^;i/^ l-7D^7fMI, 1 --f v7f;i/- 3 

-f v7da^;1/S x 1 2 2 - 

7*D^^;i/^ 1 1 -7^x;uS, £a^;i/& s l, 

o 

'fvro^i/S, 7f;H, -fv7f;H, tert-7f;H, 
71/36* ^M>fM, 2, 2-i/7fiP7Dt;H, 4-^^;i/^>^;uSx 
2-^;u7>;i/&^©C.-s7';i/*;i/&) , ^©SIBXtt^tttttDd.io^ 
>r=;uffi (ft£i?£L<fcfcl -^f-;i/tf-;i,^ 2-^^l/^;H, 3-^ 
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C.i • 10^^ d t;u*;1/C , . , 0 T)i*)\,M (#CMF$ Klii'^DrD 

frtj-ft&s 2 - S/ * D'v* l/)l^)V^O Ci-i'y^U 7)l*)\, C . -.. 7)1* 
s m&<D7>)-)lM (ttfcSf* l<H:7xz;H) „ inia>07' 

;nt> ^e,)i«n?> i7 7 jS4fla©{aMiiT-®^^tiT^Tt)«t^c 3 „^D7 
(ftfc&fSlXii^prpt:';^ «>i?D7f;H, v^d^>^;u 
S^D'vfrS'JUS* f s!ru^7?)\,^ t Kp4 >^-;H£, xrtk 
• KDt7f;H, 7^>» e>>*P [2. 2. 1] &jtn* 
U #*U<{±2, 2, 3, 3-Th7^f;i/i/^nrD^ l--fv<> 
>;i/>'^D-7^;i/iE, l->fv7Dt;i/i'^n^>f;i/I, l--fv7f;^>^ 

;i/*>£P'N*$/;i/g, l-rDt^i/^D's+i/;^ l -<f vrn tr;i/i/^ d 

1 -^y?-)\,i/>7U^*i/)\,m, \.-4V^>3-)\,istV^*i,)V^ l-(2 

, 2-y^f;v7 , Dtji/) 5/*d^:*->;i/£ x l- (4 -^?-;i/^>^;i/) 
a 1- ( 2 -xf;vy?;i/) */ 9 a */ 4-tert-7 

l v^y^fristu^iri/fym^ i -i/^pra t;i/v^p^^f-->;i/ 

t:;i//f-;ux^ p^^v'^Ss l -*/ 9 w\**s 9 v l 
- (2-y^D.7Dt;i/xf;i/) 'j/^D^s^Hk l- (2-^^P^>f-;i/ 
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x^;b) i/i7a^i/)i^ 1- ( 2 -i/^D^^ri';i/x^;i/) i/#p/\^>;u 
& 4-^fJl/->^D'\^i/;i/S N 4-7Dt:jw>^D'\Jf-i/;H, 4-fV7* 

3a-*^^hHD^>f-/^ 4a-fAtKDt7f/l/a^ It- 7" 
^v>^;b|£. 7, 7-x^^;i/-l- (2-*#V) t^>*P [2. 2. 1] 

il< (iiiMX tt#&tt© d-toT)i *)imr'$> & o 

;HSx -i v^>5 L ;i'S> 2, 2-i/7f^7*Dt/n, 4-/f-;i/^>f-;u4S«S 

< tt l - /f^t-^a^ 2-^^;i/f-;Ht x 3 3 -ro^-;Ht 
^©c^^M^/i/S) „ jwM©C 3 -ioS'£DT;i/*;i/g u<f±->? 

) , ^©Cs-s^^pt 7 ;^^;!/^ (^{cJf^u<tti/^D^>7 1 x;i/Ss 
p^-t^u^caCs-ev^PT^x^jE) N B;jiii©C3-io^^p^;i/+;i/C 

(1#K:ff*L<tt7x^;i/a6) , t^Vl, ny*£©75;i/*;i/g («rC» 
£U<fcJ:^>^;i/£s 7x*^£^©7x-;uc,-<{£&7;u*;i/&) &tfH5jil> 
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1 /i£ 4 mcDWfe&T'W&Ztl-C 1>T t> <fc H d 7)\,V-)\s& (ftfc S/ £ P ^ 
>^-;^ N i/^D'vdr-lr-^m) £jtn*U *jP* L < tt 1 - 4 V/D f;b- 2 
-i/*p^>T--;u^ i--fy7Dt:;b-3-yi'D'Of-^ l--fv 
2-$/*p^>t 1 -;I/&s 1 - ^vm-3-^^a^>f-M, 
1 - - 2 -i/^p^>^-;uS, 1 -<( ai- 

>^-;i/Jt x l-i/9o^i/)i/^^-)V-2-i/9o^>7--)\/&^ \-i/>?u 

p^*-fe-;i/M N 3 -i/^D^dr-tz:;!/^ 1 2 u^*-t-)l> 

l-^^-)U-3-i/9a^-^-)im, 1 -xf^- 2 --/^o^trji 
5t s 1 -x^;i/-3-i>^D^Jr-b-;i/Ss l-7DtJl/-2-y^D^-fez 
l-7D^-3-i'^D^-fe^I/S, l--f 77D^-2-y^D 
/\*-fe-;i/Jt, i -^f v7d \zjv- 3 -i^P^-fe-;^ l 2 - 

«>^D/\+-trn;uSx 1 -r^-;!/- 3 -i/i7W^*-\z=.)V^ l-^V^- 
2->>i7D^+-fe^;i/^> l-'fVy'^-3-y^DAH-;i'S, 1 -"O 
f-;i/-2-i>^D's^r-fen;i/^ 1 3 p^*-tr^;i/^ 1 - 

1- (2, 2-y7f;i/7P^) - 2 -v^p^+-fe-;us, l- ( 
2, 2-v/3 L ;i/7 , p£;i/) -3-v^p^Jp'-fe^;i/^ l- (4-y*^/y^> 

- 2 -i/^P^dr-fe-;i/|£ N 1- (4-/^;i^>5W -3-'>*P^ 
d|r-b-;US N l-y^DrD^-Z-i/^D^txM, 1 - i/ ? P P f 

)V- 3 -i/i7P^^-t 1 ->>^p/\^riy;i/- 2 p/\*-fe 
1 -i/^D^^-v^- 3 -v^7 D^x^-fe l-7i-;i/-2->i'D^ 
l-7ir;i/-3-y^D^-br;i/S N l-y^D7Dt;Mf;i/ 
- 2 ->>^ P^^r-b-;^ 1 -S/£P7*PejM3 L ;i/-3-'>£P's3r-tr-,M/ 
£k 1 -*/ 9 V^*i/)\t **)]/- 2 -5/*n^*"fe=;i/Jk 1 -iy^P^dr^;i/ 

y 3-i/?p^*-fe-;nl N l- (2->i?D7Dt;;n^) -2—> 
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trD^5~t-)l&. 1- (2-^^D7Dt:j|/Xf;i/) - 3 D'Nir-te 

1- (2-y^DA>f;| / jf;i / ) - 2 - D^-fe -;i,g N 1- (2- 
:>?D-o^;i/x^;i/) -3 -i/tra^-k-jlfa 1- (2 -*/ 9 u 
x^;i/) - 2 -i/^o^-b 1- ( 2 o^^y;i/xf;i/) -3- 

x ttfctf* L < ttnttxttfttttt® C , - , 0 7;i/*;i/axtt C 3 - , 0 > 2 v 7K*)i 
RfcfcttS r Il^nt^ti e ti>C3-.o^^DT;i/^r;uC....oT;u^;i/^j 

D y;H^© C ,i , y ^ D „ iJUxliOCs -ir>? D7;^-J1/| ( 

#T/ifiili<7> T>J (^CWIl<H:7i^S) freatttiS 175S4 
<!©H&ST*iiJ&SftT * «t t\ fro C . - . oT;u*;u&#ii$xi±#&«© 
C 3 -,oy^n?;^;i/C, >o7;^;H (ftfctf* u < liiy? d^^M^ 
^ l-l/9w^**/)),x.*-)],& > 1 -i/9v\*i/)],- l -^f-;wxf-;ua6 % 
l-i/^a^i/ji- 2-/f/l/rot:;H x 1 — ^ p/\3f. >>;u- 3.-/^)1 

^D'\^rv/;ui/^D^.>5 : -;u^-?-;i/S > i? i/ 9 a <\%- is )i, l-i/^D 
^*S/;i/- 1 - ^fjpzfM, 1 -s/^D's^ri/;!/- 2 -^^;ut"d tr;i/Sk 
l->>^D^i/;u-3-^f-;i/rf-;i/S N 1 -y^DA,^y;i/-4-^^b^ 
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®Ci-i7^;uJE L< lit e r t -7>;uS) s mm<D^aV>m^ 

fl*U if*L<tt7xr:;u# s 2-^DD7ir;H, 4--hD7i-M> 
3, 5-y-tert-7f*7i-jl/|T-355. 

lit'ii^nxiM t» «t v\ fro c , -ii&WLTfrirfrmvmmxiZ'MmcDy^ 

So 

, mmc»\D m£U£L<&7y%m^ t&mm?) > 05$© c...,® 

C#i;b<fct**-;i/aS) XttB3iB©7'>;ug (#C»*L<tt7M2^;i,S) Xtt 
*HStlMnti^| )l );^7US, jwxE©C,- 4 MT;b*;i/^^S (ft£ 
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* *s m ) & h a«n s g&gt- e» s v vt *» J: i, * ««x tt#««© c . . , «, t 

-T-fef-;bT5 7 - 2 -^f;i/7n b;i/^ l -TMsfji^s 7 - 3 -/^;i/7* 

-3-*;w^-f;i/7'Dt;H, l-kHD^>-l-/Wxf;i/S N i-t 
■bf-;i/**S/- l-/^x?-;^ 4 -*;u^Jrvy^-;i/^ 2-^^^ 

o 

So 

fc& t < l±x?-;hS£ N ^ v/D tert -7*?-;ug) , fiuM 

ygfcMRfcU »SU<l±:£^;i/7 , *7ak ^V7D^7571, tert- 
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■r*«fci>C3-.o^^DT;i/*;i/^ (ftofib^tt^p-rpfcvi/ffix ->^d^ 

^+i>;i/Jit> 1 -T-bf-JlTX Si/9w\*$'JU& 4-tert-7f;i/->^ 
P"\^>;i/&T-£2>o 

rjwau s^p^-fe-;^) StFHuili©7'J-;uS (^:»ll<B:7i-^ 
£) fr6ffl«ft3E»3£Tfllft3iiT^T*JU\ froCi-io7;u*^*3yii« 
X{±#&tt© C 3 ■• . o 7 □ T)l C i - 1 o T)l*)Vm (tt(c£Fg; U < tti' 7 d ^ 

«© c • - 1 o ^i/^r^sa^caatftss^ ur * u < » * d 

CDC,-e7;i/^H mtff^Kli^^H, tert-7f;H) % iniE©^ 
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-*7*-;u&> 2-7-7^;i4£, 2-7DD7xzi;i,££ N 2, 6-y^DD7i 
2, 6-^/f;i/7ir;H, 2-y h+S^xx^Hk 2--ta7 
irM, 4--hD7iz;H, 3, 5 -*J- t e r t -7*^;i/- 4 -b Kd 
^ry7i-;H, 4- [2- ( 1 -<( Vi>*-J\,i/9 0^^>fl)^=.)UT 1 

L<tt7*8JI-7^ JfitRJg^) , -hDSs u5M©C.-<{£&:p;I/*;i> 

, 3-7iz;i7Dtm t7f;M ^-;H£s t7i;;Wf;H) 
So ■ftttKttttfclH3fe;*ftS*©T!ttfc<* a«Xtt^tttt©Ci-*ffi«7;i/* 
^*»4K:ai****i/r*«fcii. ff*u<"tt'<>s>;uaSx 7i^f;H, 3 
-7ir^/Dt;H, 2-^-7^^/f-;i/JSs 4 -t7i-;Mf;H, ^> 
XtF'J^l, 2-7DD7ir;Mf;H, 3-^DD7irjMf;H, 4 
-7DD7ir;MfJlS, 2 -- h □ 7i-JMfM N 4 - — h D7z"Jl/ 

2-tAD-f;i/7U7i-;Mf/H> 2 - ( 1 -t^fri/pv^ 
Z-VyhfrX-frT \ J ) 7iz;MfM, 2-tert-7h*'>M^ 
;i/7;;7xr;Mfil/fi, 3-7tf;i/?577zr;MfJHv 3 - ( 1 - 
M-)ii/9w\*y->i3)iX-)UT5. j ) 7izjMfM v a-T^y^yy 
a-7 ? -fe.5 1 ;i/7'^ y^>i^;i/^ a- ( l -y 3-)i'>>? n^*+r 
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a-7tfA7;/7i^^S, 1 ^ 7 - 2 - (4-t 

R,££tt3 rtH&$tiX^X 1 b&^T>)-)i7)i'r-)\'&i tfcL ifi*Etf>iS$i 
Xtt^-«tt©Ci- i <S»7 , ;u*;H6 $ L < tt tert-7f;i/ 

m , iw^ODMP^V^T (ft£#£U<fci:7-yi{|Ii^ ig&JBi?) > -h oS 

? («ffc«P*U<tt7y3RJl : F, JSUiJi?) s -hoS, iM'iliOC, MiSkT)^ 
;S N ^•bf-;i/7'^ ;E t/tD^juy ^7^ N i-/f;i/i/^DAif-it>*;i/ 

ffSb<H7x-WS> 2-t/'!D'f^7^7i^Wl, 2- (1- 
a^*?>jl)\/#-)l7 IS) 7i^f«, 2- (l-/^;i/v 

7D^^>*M-;i/7?y-4 - h ] )7)i*ti 7x-;i/ftlf& 

So 

R.C*»S rgayr-K ffijRJBi^XttBSSIlS^Sl^MaffliWrsSlft^ix-C 
v^-C*«t^ 5 75M6H©SUR«3Sj fcfciu iffi&©ffi®Xfcfc#&;|*©C x-*7)\,*)l 

;i/»«f ©»SK«3RB|lfflXttK^ 'J SWS* tog i>=;i/S«ffl#:»Si&itt*B!l 
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£ U < fct 1 4 - 'J 1 4- 'J y;i/JI$© 

*)<fc^fiiiaB / \7 1 D7 7| J-;i/T;i/^;i/ffi (fttcwg; b<tt2--r-;i>&) sftnfci, 

t^MS, nffjiOT^;i/S L<tt* h*>>* 

So W*U<t±7i-;USs AP^>a«l7x-;i/iE, 7y;b7^1l7iz 

Xu Xa, X 3 > X<fc*l7* rc.-nffiUftTJl/^l/^j fctts »Sb<tt^^ 
Xu x 2 , Xa, x^jfctt* ■ o%Dtf>fcc.-4<£»r;u*;t'ffij fct±, fluidi® 
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JIT- So 

Xk X»> X3, X4fc*}t*S rc,.4ffi»7;ni*->£j fctt, ffSKtt^ h 
X.> X», x 3 s x«ti3W-3 r^j/^j fcH; N *f*u<tt'<>7'f;HS-c* 
Xk X 2 , X 3 , X4£;fctt5 rT<J-;i/^j fctiu »*L<tt7x^;u*-e* 
R' * ri -ju&-c 3 -...«> 7 P7-;i/*;u3£j tit, is?v7)i*)i 

I0 7;i/^;u^ (*$fcff*u<tt^f-;i/«s 7Dt;H, -fv7o^;u 

it, 7^;i/££, -fv^f;^ 'Of-^ak 2, 2-v*?-ji 

/d tvn, 4 -^^;u^>f-;uffi, 2-i^;i/7f-;i/S^cDC. ..7';i/^r;b ; |£) 

* mj&<Dmffix&fr&vi(DC* rt o7fr>r-)]'& (Wfc#*L<i±i-**-jvt:= 

2-^^-;i/t:^;i/S, 3-^f^-3-7D^i/SfoC!.,7;^^ 
ffi) , ii5j^C:.-.o*>7DT;i/*;M& (#tffib<li^D7a^S, *>7 

^7D7Hr;H (8fc*?l;L<fcfc$'7D^>7 1 -;i/S, ^7 D^-fe^l/gS? 

Ktti/i?D7Dt;MfJH, 2—> 

C - i y ^ d 7;i/*;i/ C , - 4 tt7;i/Jr;i/S) , n53ii>0)7'J-;i/a£ (ftfc$f£ 
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c» t l < 2 - y x - )um) e> s«n a imar- sift £ ft t h -s - £ 

l -xf-ji/j/^D^S/^Hk l -7 , Dt:;i/i'^P'\^^;i/S> l--fv 

1- (2, 2-y^ll/7DW) i/d7 0^s^^;uSs 1- (4-/?)l 
^>1-)l) V^D-\=*rv;Hts 1- (2-xf;b7f;v) S^P^r^l/^ 1 

- >/^D7*pt:;i/i/^D'sdf ->;i/& l -t'S/^p^dr^i/S, l-7i^y 

S/jM^u^p^v;!/^ l- (2-->v*p7p tr;i/x^;i/) isZu<\*i/ 
fr&s 1- (2-e/^p^>f-;uxf-;u) ^^d^^>;HIs l- (2—>?p 
^dri/;i/x^;t/) v^p^^r^;i/ffi, l — r v^yf-)\>*/>7 p^rf-^-e^S 

R' ' r l -M-Cs-Bi/^pr^-T-^i/Sj >^D7H- 

)l& U<(ii>^P^>7 i -;U^ i/^P^^-fe-^ffi^cDCs^i/^P 

3-7D^;H4foC,.i7;i/^-;H) x ^©Cs-io^ptju^I/S (ft 
fc«F* U<te^ o7d e;i/£ x ^^P'<>f-;wSx y^DA*y;H4|oC3 
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2-i'i'DrDt;!/xfM N 2 ->>^D^>^;i/x^;i/^ i^P's+^M 
^;h&, 2—>*P^*^;i,x^;i/^0C.. 1 .7^pr;b*;i,C, 4{£$:p;i,* 

»VN?ili©7"J-;U7;u^-;u^ (^CfflL<tt2-7i-;nf-;H) frt, 
SfcHx 5 ig^Sf gfts tiT ^ 5 d i: £ ftitfe U # £ L < (i 1 - 1* v 7" d t: ;u - 

, l-fV^>f;i/-2-y^D^>rr;^ l--f7^>f;b-3-y^n 
^.>^-;i/Ji£ N 1 -i/Zu^t/frM-fo- 2-i/^D^>7 : --;i/^ l-fy^ 
0'\Jry;Mf;i'-3-y^D^>r-;H, 1 -A?-)l- 2 - vy~ P^-t: - 
1 -^^;i/-3-^>^D^dr-tr-;^ N 1 - x ^;b- 2 -vy-p^-t - 
1 -xf;i- 3 -i/^n^-fe-;!^ l-rn^-Z-i/^D^ 
— 1 -t'p^- S-^y-p^-fcr-;^ 1 --f v:/Pf;i/- 2 -f/y- 
p^-fe-;^ l--fV7 , Pt;u-3-^^p^dp-t-;i/^ N 1-73MI/-2 
-y^D^-bz;i/S, 1 -7^;i/-3-v^P^^-fex;u^ l-^V^;u 
- 2 -S/y-D^*-tr-;i/& % l--fV7fJl/-3-y^DAJf-bz;i/l N i 

-f v^>f-;u-2 -i/^p^^r-t-;^ l v^.>^- 3-^>^p^\^ 
-t~;i/® N 1- (2, 2-i;^f;i/7Dt;i/) -2-y^DAaf-bz;H, i- 
(2, 2-i;^fil/7aw) -3-i/^p^^r-fe-;i/S N l- ( 4 _^^ ;l/ ^ 
>^;b) -2-^^p^dp-b-;^ 1- (4 -3—>?p 
^dr-fe-;i/fi x 1 -^^P7"Ptr;u-2-«>^P'\^-b-;ug x l-i/£n7-p 
£;u- 3 -vy-p^-fe-;^ 1 -^p^^u- 2 p^-tr-;^ 
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, 1 -i/pD^i/fr- 3 -i/^ D/\^-fe 1 -y x.-ji- 2-i/9u** 
;M-f;i/- 3 -istu^Z-b-frm, l- (2-y^D7Dt;uf;i/) -2- 

i/tV^-lc-t-fr&s 1- (2-y^OT'Dt;Hf/l') - 3 ->>7 D^*-fe - 
;uSx 1 - (2-^^o^>^;i/x^;i/) - 2-^^D-^^r-fe^;i/S, l-(2 

-*>7D^>?\>l/X.?-;b) - 3 -fy^P^-te^HE, 1- (2-i/tWs*i/ 
- 2-y^D'\drtrjl/i % 1- (2-^^D'N*>>;i/X^;u) -3 

(DC i-i»TJl*)\/&7:$>2>o 

jfi. u>=fwa% ^>ii§, ^jasKffi, *-fdawu 77.3>u\z>mm. v 

>7;i/*>^fix p- h;i/^>^>»u^>^fi. ^-7^ \s>x)i*>®M%f(DZ)u 
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U^>tgs tT3'J>^ f>'f>^D^^r->;i/T5 N, N' -y'O^l/Xf 

y^v^D^i^S, 1- (2-x^;i/7^;i/) v^p^^ri/;^, 1-4 

mmm. mmm, mm, mmm. %itm: mm. m& 
flk ®mu wmu fmrn. ®mmwMs zmmmimu m. 

tyifas x^y — )]/%\±^y^)VT)V3— froi&otzTfrzi— ;u N # u xf-i/ >:7 

^u-ctsi^, aak k&#k mm, mm, tiwm, mm, ar-t^ay. 

{Cet SliPX«2NSPffJ£##TSc:fc#T-££o 

§f&U#5Jgfciu CETPSttSBflgU KttJltUt»VftlRa<bttftJft«OCE 
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, ^SUs J: «P«*4©«£, aft. fiftAlHMSfcD-fb 

(I) 41-1 000rag, 4${c5 0mg~8 0 Omg^tSOi 5 ^ 

©flj£ttffl»ijt#iSHU £ft6>fcRj££ft5*©^ttfcv^fctt&»T?»S. 
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(X«l) 

<b£«5 (II- 2) U+s R. Xu X,, X 3 * X,SVYttHlIM©i:*J!5T-fc 
£) fciu <b£t> (VI) (5£>K Xk X 2 , X3&tfXJiiaM<D£:fcST-&S) t 
<t&h (XII) (5W, Xtt^o'7'>j«ii?T-;&'K R&tfYliiwili©i:fc DT-&£ 

>$<DjUJ£«)#£K Jgfb^UX £dd*;ua, Hl/x> % x— r;k t 1 h 

rSTT-£Ji&£ -t* 5 Z t C J: 0 
fb^fe (III- 2) ttT8BX|!2CJ:0'fli*« (II- 2) tH&t&tZZ H&T: 

(XH2) 

fb£t) (III- 2) U^K r n x„ X*, X 3 > X4SVY(±a5iE©i:*5 0Tf'* 
5) tt, fc6*B (II- 2) (it*. R, X,, X 2 , X,, X*RVY&m®(Dill8 
•3T-&5) £&m<h*vmi- h 'J ^A, 7kHHb*'^Df L '!7A, **fcU*-£A 

x^y-;u N x— rh7tFD77>, y^vrnt 
h*5/:c*>, Mi/x> s ^^-y->, T-trhx ffS«0DW4l 

ULtzs it&® (II — 2 ) Xfi<b£t) (IV- 2) fcfc, Ti3XS3XttXS4(C«t 
!)fc£«B (IH-2) A>f,^t5ufctT$5o 
(113) 

<b£t> (II- 2) (5t4>, R> X„ X*. X»> X«StfYt±tjaofct*OT?ife 
5) BU (III- 2) (5$4», Rv Xu Xzs Xn> X.StFYttiaiECi:* 
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(X*g4) 

ft^«J (IV- 2) (j£4<, R, Ru Xu X 2 , X 3 ^ X<, YS^Yittilijili© 
fix <b^«B ( III — 2 ) (A*. R, Xu Xi* X>, XaSTJYtt 
n!jji!iOi:i5 0T-$)-2») fc|;\7-( h*R,-YX Ru XatfYttf»i£©fc 

5) s im'^J KR.-O-YX Ru XaWYttSJiiOl:*»)Tf»S 

) Xtt*-*H«M7* KR.-S-YX Ru xatfYttfi&AB©fc*D-C 

^iMTT5J!5^^5i!)\ 7j;i/#>ggR,-COOH (sW> R .liBuM©^ 
Xtt?-:**;i<*>«Ri-YSH (it#> RiaVYfekfi&iE©fc*»)-e 
i: l-x^;u-3- (3-^/f;i/7$;7Dt;i/) tuiXiSJ I H • J& 

x;i/^-f 5 *V-;u«¥©tt£flJfcTx <£>gtJfol; 1 - t KDap^>/^>^ ^ ij^/ 



WO 98/35937 



PCT/JP9 8/00542 



61 

ft^^j (IV- 2) tiu (III— 2 ) **(tf Sifcft<x ±IBX 

«2XttTd2X«7»L<ttTex«l 0*ffofc«, tMtTU^ftfrft-a-C 

M£> fc^fc (V-2) ttTCxS5X(±x«5 , .K:J:»)*j«1-8cii:tf"r* 
So uif, xii5ttf5tRitfBtt*iiTv^ , r*«t^fi«7 , ;i/4r;i/S-eifeSfc§ 
K&fjST'fcD, x«5' tt^fcR*^Sm^*iT^T*J:^7'J-^T-&5i:§ 

(X85) 

<b£tl (V-2) (i$<4\ R. Ri 4 Xu X 2s X 3 > XtRVY&ffimoit&O 
X'&Z) (±x R 2 -X R 2 &tfXfctijy$©££DT-&£>) Stf^M^ 

y^*^x*> N 7thx z-b h- h »J;Kf©W«iS«Sx *Xfcfc;: 
ft£©il£»**«k 3STflMflUfiTT?Kfc3#fcfc«fc:» ft^«J (III- 2) ( 
5£<K R^ Xu Xi, X4&UY\*mft(Ot#i)Z'$>Z) RV&mbi- h U 
*»flS*'J£Ax Kffi^-hU^A, tt»*>J«>As KlfcicJfc^HJfrAtf 
©tt*tt*»«[* *»T^M»DST-caoitx Ki63*5 £ J: & ^fiSt 6 c i: 

das* ) 

<t£1fc (V-2) (A*, R, R 2 , Xu X», X 3 , X4»VY«±fi|fiE©4:*0 
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(II- 2) R, X.s Xzs Xa, XiRVYimmcD 

S&{tz)\s7 »;;nfc h Ux?-;i/7? tru^'x N-^^;u^;i/*u > N N — / 

fcci^-^ (in- 2) it rm<Dmm-(:*>£i$,t%zttfiX'gz>o 

(Ii6) 

<b£$J (XI) (it*, r n Xk X 2 , Xa, X.St/YtiHlj^h^OT-fe-S) 
«U fb&tl (X) U<K Xl , X 2 , X 3 RVX*l±ffi®(D£&t)Z'&Z) £lt& 
tl (XII) (j£cK R, X&Om±iwM©fc:fcST-&S) fc^'Ji^ FUxf 

(XIS7) 

itGfa < 1 1 1 — 2 ) U"K Rs Xu X 2 , X 3 , X<&tfYfc^$tf)i;:fc»3T-<& 
5) fc*. -fb^t) (XI) (5£4\ R, Xk X 2 .' X 3 , X^RVY^±nm<Dt&>)X' 
, Tl7tHD77>, ^;t*+rX l^^x^X x— rJk ^-(V7D 

£tz, It-it® (III- 2) \±T&(Di®.&X't>&1$,tZZ£WXZ2> 0 

itSM (VIII) R,,'^U f R. J li|n!j-Xlill^-pT^T,t<^5 L ;K x 
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tt> ft^«s (VII) (5&«t\ Xk X,, Xaawx^HuiEtofci-O-Cifea) Ubifr 
t) (XIII) U*, R 1 1 N R,*&tfXttMid>©££DT'&S) t**mt±\>') 
!)a, h'jxw;>, N-**;i/^;i/*y >g;©JMM#£T, i^^i/*;!/ 
AT^h\ f ^tHD77y, X -> - ^ h*S/x*>$©£fcjgj|&x 

jtaaTTfiifi* * 5 c t tc «t o ^Gfc-f zzttf-ezzo 

(XH9) 

fb^% (IX) (5$»K R, R i in Rijn Xu X 2 . X 3 s X 4 & tf Y ttmiE© 
fti^«a (VIII) (sfciK Riu R.^ x., X*. X 3 RVX<& 

, tf»T7JMA0«TT?EfcSttfc8L EJfc*Jfcfc£tt (XII) (SC+s R> X&t>' 
Y(iH«3ili©i:*jf?T*feS) fcftt:'J5>>, mjx^;u:ps.> n N-**-;!/^* 

'JX N-^7SH/e^7^>^©iSS££T/£DD*;i/A, mit*?\/>s t- 
h7th'P7v>, x— i/**y>, y^V7Dt;H-TJW 

(xiio) 

(III- 2) R, Xu X,, X 3 s X4StfYttmja5©i:*J»)-C* 

5) lis <b^5 (IX) (it*. R. R.k R.^s Xk X 2 , Xa> X4X0fYI±HU 
iE©fc*0T»a) ft*Bfl;*y$A» zk^b^-h'J^A, J6«*JJ*A, J^K 
* h U £A, MIKtK*^ h y A^©^S#S>\ ^ * x* =r 
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x.-^)i^<D^mm^ Mz&z.nt><7)fe£;®mK ^mrnmnuT^m^ 

V 6 Z. t £ <£ 0 &j&t 5 Z. t #T- § 6 o 

ft^m (vi) ttTaa©x«i lctoft^ft (vim tn&att&zt. 

<b^«J (VI) U4u Xu X*> X 3 &tfX«ttf&ft®fc:i3 fct> <b£ 

(VIII) (it*. R.k R.*s Xu X 3 &tJ^4tttiI&©fc#DT!ifc3) 

U £A^<DMtg#J#£Ts Mlxf^ifa, **J-)W x*y-;k x—t^u 
«S*#fcft, *©£^£/kgMb:&'J$A, /K&Hb^h V^A, A, 

iCi^CltS&nfcft^l! (I) tt&tt©#ttfiSW#gL 0U*K, jfifo 
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tx- [2- (WD-f^7;/) 7x-;i/] v7;i/7-r K (5£ (I) ; R = 
t-7f;w Xk x», Xj> x,=7k»T-, y = *;wk=;k z = 2- (t^ 

xgi) tx- (2-7-;7i^) s;*;u7-< K (8. OOg), t'J^ 
> (6. 5ml) M^dd*;|/A (150ml) ©ii£ift*0 «t#U * 
OjS^CtMD-f^^p?^ K (8 3ml) «TIL »T»7&, Ml 

»U D'WMsa* (1 1. 15g, iK*8 3%) £f#fe 0 

iWJ 2 

tX- [2- [1- (2-xf;i/7f;i/) u^VyjifrX-KT \ V ] 
7i^] V7,)\,7 4 h* (^ (I ) ; R= 1 - (2-xf ;i/7"f ;i/) i/ZW\* 

Xk x 2 , x 3n X4=7k^JP-7-^ y = *;u^-;k z = 2- [l - (2- 

xf ;i/7*f;i/) i/>7tJ^*y>tl)\,tf-)],7Z 7] 7x=;i/?-a|-) •©£# 

i) 6 0%**fls* h U £A (9 8 Omg) Of h 5 b K d 7 5 >SSig?# (8 
0ml) SSlTfUlfU ^^D^>M^il(3. OOg) Of h7t 
HD77>igS (10ml) *»Tbfc. »T*7SL li#IB*#U MKO'C 
£#S]U 1. 5M>Jf t>k4 77*o t;i/7 5 K0^D^*-tf->rgM ( 1 8. 
7ml) fciiSTbfco €©&, iStl. 5^H#U MV0°CKft£PLT, 
1 -7d^- 2-xf ;U7"£> (4 . 6 4 g) Of h7t h'D7-7>ig$ ( 1 0 
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^d^#-9->*;u#>68 (3. 1 7 g, i&^6 4%) Sfffco 

ii) h,1Bi) T-me>nfcl- ( 2 -x^;ur?-;i/) i/? D^*U->;&;i/#;/ 
« ( 1 . 5 0 g) , Jgfttf^if (0. 8 5ml) < Jgfc*f-U> (2 0ml 

161) tX- (2-7<;7i;)l/) i/X;i/7-f H (8 2 5mg) ©t'Jy 
> (2 0ml) i8ift*£ffl-CK#U *©««CligBi i) T'fS^ftfc«l£$tJ 
©1- (2-x*-;i/7?-;i0 >'^D'\4r-9->*;i/rK^.;i/^D7^ H^riSTLfco 

«ST»m i o o o CT-^*m#ufc, Kfc«£«E*«ufc&* /KSflu*, if 

SJI;^*tf> : W»xf-;i/= 15:1) -C»«-r SCI fctj: 5 &Jgfc&4to (6 

67mg, HK^3 2%) £f#fc 0 

£fflSfl]3ftg8 

HMM 1 XttSlMfl 2 UTlt 1 2 ©fls£*»*»fc. 
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it*® 



m.p. CC) 



HNMR (CDCU 300MHz) 




86-87 



8.52(2H, brs) 
8.46(2H. d<U=l.5, 8.4Hz) 
7.40(2H. dddj=1.5. 7.8, 8.4Hz) 
7.2 1( 2H,ddLJ=1.5. 7.8Hz) 
6.94(2H, dU=l-5, 7.8Hz) 
1.25(1 8H. s) 




7**77 * 



8.58(2H. brs) 
8.48(2H, dcW=l.5, 8.4Hz) 
7.42(2H. ddd.J=l.5, 7.8, 8.4Hi) 
7.13(2H, dd,J=h5. 7.8Hz) 
6.92(2H f dt, J=1.5 % 7.8Hz) 
1.90-2.10(4H, m) 
1.10-t.80(30H. m) 
0.78(1 2H, u J=7.2Hz) 




144- 145 



8.93(2H. brs) 
8.50(2H. ddLJ=U. 8.4Hz) 
7.69(4H. dd.J«1.5. 8.4Hz) 
7.40-7.60(8H, m) 
7.31(2H. dt. J»1.5, 8.4Hz) 
6.95(2H. dt,J=I.5, 7.8Hz) 




156 - 157 



8.78(2H. brs) 
8.40(2H, dd.J=1.5. 8.4Hz) 
7.55(2H. dd,J=1.2. 5.1Hz) 
7.20-7.45(6H, m) 
7.10(2H. dt,J=1.2, 5.1Hz) 
6.95(2H, dt.J-1.5. 7.8Hz) 



u 




157-158 



8.44(2H. dd.J=1.5, 8.4Hz) 
8.04(2H. brs) 

7.41(2H, ddd.J^l.5. 7.8. 8.4Hz) 
7.24(2H. dd,J=1.5. 7.8Hz) 
6.96(2H, dt, J=1.5. 7.8Hz) 
2.05-2.20(2H, m) 
1.20-1.70<16H, m) 
0.93(1 2H t t, J=7.2Hz) 




8.51(2H. brs) 
8.48(2H, dd,J=1.5. 8.4Hz) 
7.40(2H f ddd.Jsl.5. 7.8. 8.4Hz) 
7.22(2H. dd,J»1.5. 7.8Hz) 
6.95<2H, duJ=1.5. 7.8Hz) 
1.80-2.00(4H. m) 
1.25-1.70O6H, m) 
1.18(6H. s) 
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m.p. CC) 


l HNMR (CDQ 3 300MHz) 


7 


X 

a 


o o 


X 

0 




8.46<2H, dd.J=1.5, MHz) 
8.41<2H, brs) 

7.40(2H, ddd, M.S. 7.8, 8.4Hr) 
7.13(2H, dd,J«1.5 ( 7.8Hx) 
6.9K2H. dU=1.5. 7.8Hz) 
2.00-Z15(4H, m) 
1 .45-1. 75(1 8H. m) 
U5-1.25(4H, m) 
0.87(12H. d, J=6.6Hz) 


8 


X 

c 


o o 


X 
0 




8.50(2H t brs) 
8.49(2H, dd,J=1.5, 8.4Hz) 
7.4l(2H. ddd,J=1.5. 7.8. 8.4Hz) 
7.15(2H, dd,Jol.5, 7.8Hz) 
6.92<2H. dt.J-1.5. 7.8Hz) 
1.89-2.00(4H, m) 
t.lO-1.66(26H. m) 
0.85(12H. d, J=6.6Hz) 



Stli«lXttJtlS«2kH*fcb-C«3M*40fls**l - 

- 1 9 zmtzo 
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S3 



No. 




No. 




1-1 


0 0 


1-7 




1-2 




1-8 


O 0 

A X 


1-3 


o o 

X Jl 

NH HN ^ 


1-9 




1-4 


o o 


1-10 




1-5 




1-11 




1-6 




1-12 
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$L4 



No. 
1-13 




No. 
1-17 




1-14 


o o 


1-18 




1-15 


o o 

t-Bu li^J Hs^J l-Bu 


1-19 


V° V° 


1-16 


A I 





fgfl5ffU9 

N— (2-^i^7b7x-;i/) -2, 2-i/7f^7Dtt>75 h* (iS ( 
I) ;R = t-7^;K Xk X 2 , X,s XistIcM^s Y = *;i/^-;K Z = 

ii§2) ±i3Hffi0>JiT-^e.nfch:^- [2- (K^n-f^r^) 7i-^ 

] £/X;i/7 4 F (300mg)<D^^/-;i'(0. 4ml) -rl<7tFD77 
> (4ml) a£»«ftMT-C»*U *J»Mb**J}W-hy«>* (7 0mg) 

:»»xf-;u=l 0:1) -C^WWirai tt«t (8 
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4 rag, m2 8%) zntz. 

mm i o 

N- (2-/W7 , l>7x^) -1- (2-x^;i/^;i/) =s>? u^^y 
K (zS(I) ;R=1- (2-x^;i/^;u) S^D^iWk X 

XS2) ±!BH«S0'J 2 T'ff ?>nfct^- [2- [1- (2-:n^7^;i,) ^> 
? D^*yyt> )l#-)\/7 1 J] 7i-^] ^^;i/7-f H (6 6 7mg) , h U 
7ir;i/*77^ > ( 5 7 7mg) % i?**V> (8ml) s 7k (4ml) Ojg 
5 0°CT- 1 B#H«i*bfco 1 K&mibi- Y ') t> A7k***JDi 

«Jftifi7KT?i5fe»b, JlfckKK^-h ';«>A-eSE«lbfco «*su 

= 15: 1) T*&«T3£fcfc«fcO£fifli^*S (3 7 8mgs 4X^5 6%) 



^5 



jctkfl 




m.p. (t^) 


! HNMR (CDCI3 300MHz) 


9 


0 


69-71 


8.42<1H, brs) 

B.3K1H, dd,J=1.5. 8.4Hz) 

7.50(1H. dd,J=1.5. 7.8Hz) 

7.30<1H. ddd.J-1.5, 7.8, 8.4Hz) 

7.00(lH t dU=1.5. 7.8Hz) 

3.08<1H, s) 

1.36(9H, s) 


1 0 


s. 0 


68.5 - 74.0 


8.45(1 H. brs) . 

8.33(1H. ddj=1.5. 8.4Hz) 

7.51(1H, dd,J=1.5. 7.8Hz) 

7.3K1H. ddd,J=1.5. 7.8, 8.4Hz) 

7.00(1H. duJ=1.5. 7.8Hz) 

3.07(1 H. s) ! 

2.05-2.25(2H. m) 

1.2O-l.80(15H. m) 

0.79(6H, u J=6.9Hz) 
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mm i 

+^MiS(I) lE^l-fy^W^D^^ Xk X»s X3^ X< 

Xg6) N- (2 - ( l-<f V'*>>3-)bi'#n'^*y» WWzjW7i 
- 1 V^>3-)li/to^*V>i3)l**y-* K (it (XI) ;R=1- 

-y v^^v^o^*^^ x., Xjx x 3 > x«=7K^il^s Y = *;i/^-;i/ 
) 

2-7^ft7i;-Jb (15. 8g) ©t'^> (5 0 0ml) i&Mfcg 
iST'It^U 2flffll-'fV^>f;i/->i'0'\*t>iiM-;i'i'D7^ K£ 
»TLfc. »T»7»s 6 0°CT* 2m?SMn^ flc^tfco e M > £is&E®£ 

cfcfc*bM<b£tt©ilBffl#*J (6 0g) £i#fco 
187) ±BI8 6) -cmt>titzm&&ffl> (60g) £T;u:f>#[amT^ * 
(60ml) -rl-7hFD77> (60ml) (Dm&fe&Q'kfeM U 

, zKBfls^y^A (2 4. 2g) sinx.. siarc mwaKtufc. * ( 

5 0 ml) SiDi^ (5 0ml x 30) T'ifcrtLfcgL *H£f5&i!7kfil 

«jft^>^>-c«fei* u «a*rsc:fct«to*Bfli^«ii (23. ig. mmso 
%) zmtco 
mmmi 2 ami 8 
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£6 



mm 



m.p. CC) 



HNMR (CDCU 300MHz) 



1 1 




109-110 



8.34<1H, brs) 
8.30(1 H, dd.Jcl.5. 8.4Hz) 
7.50OH. dd,J=1.5, 7.8Hz) 
7.31(1H, dddj=1.5, 7.8, 8.4Hz) 
7.0CH1H, dt,J=1.5. 7.8Hr) 
3.0K1H. s) 
1.10-2.20O5H, m) 
O.R5(6H, d.J=6.6Hz) 



1 2 




82-83 



8.42<1H, brs) 
8.31<lH.dd,J=1.5, 8.4Hz) 
7.50OH. dd,J=1.5. 7.8Hz) 
7.31<1H, ddd.J=1.5. 7.8, 8.4Hz) 
7.00(1H, dt, J=1.5. 7.8Hz) 
3.07(1H. $) 
2.04-2.20(2H, m) 
1.25-1.75(8H, m) 
1.30(3H. s) 



1 3 




66-68 



8.270H. dd,J=1.5, 8.4Hz) 

8.26<1H, brs) 

7.50<1H, dd.J-1.5. 7.8Hz) 

7.30<1H, ddd,J=1.5. 7.8. 8.4Hz) 

7.0CK1H, di.Jol.5, 7.8Hz) 

3.06<1H, s) 

2J5-2J0(2H. m) 

1.40-1.80(9H, m) 

1.15(2H, ro) 

0.85(6H. d,J=6.6Hz) 



1 4 




120-121 



8.37(1H, brs) 
8.35(1H. dd,J=1.5, 8.4Hz) 
7.50(1H, dd,J=1.5. 7.8Hz) 
7.31(1H. ddd, J=1.5. 7.8, 8.4Hz) 
7.00(1R. di. J=1.5. 7.8Hz) 
3.07(1H, s) 
2.12-2.20(2H, m) 
.15-1.83(9H, m) 
0.97(6H. d.J=6.9Hz) 



1 5 




84-85 



8.38(1H. brs) 
8.32<lH.dd.J=1.5. 8.4Hz) 
7.50(1H. dcU=1.5, 7.8Hz) 
7.3K1H. ddd.J-1.5. 7.8. 8.4Hz) 
7.00(1H. du J=1.5. 7.8Hz) 
3.07(1H, s) 
2.05-2.19(2H. m) 
1.2(M.70(10H. m) 
0.90<3H. t, J=7.2Hz) 



1 6 




93-94 



8.38(IH, brs) 
8.32(1H, ddj=1.5. 8.4Hz) 
7.50(IH, dd,J=1.5. 7.8Hz) 
7.30(IH, ddd.J=l.5, 7.8, 8.4Hz) 
7.00(1 H. dl, J* 1. 5. 7.8Hz) 
3.07(1H. s) 
2.05-2.20(2H, m) 
1.20-1.70(12H. m) 
0.88(3H. t. J=7.2Hz) 
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IE7 





it*® 


m.p. (tl) 


! HNMR (CDC1 3 300MHz) 


1 7 


X 

0 


0 

LA 

^ NH 


97-98 


8.37(1H. brs) 
8.31(1H, dd.J«l.5. 8.4Hz) 
7.50(1H. dd,J=l.5. 7.8Hz) 
7.301 H t ddd,J=L5. 7.8. 8.4Hz) 
7.00(1H, du J=1.5. 7.8Hz) 
3.07(1H. s) 
2.05-2JO(2H. m) 
1.20-1.70(14H ? m) 
0.87(3H. U=7.2Hz) 


1 8 


A. 

c 


o 

&" 


92-93 


8.42(1 H, bis) 

8.32(1H. dd.J=1.5, 8.4Hz) 

7.51(1H. dd,J«1.5. 7.8Hz) 

7.31(1H, ddd.Jal.5, 7.8. 8.4Hz) 

7.00(1H, dl.J=I.5, 7.8Hz) 

3.07(1H. s) 

2.06-2^0(2H. m) 

1.20- 1.95(1 1H. m) 

0.89<6H. <U=6.6Hz) 



nmmi 1 tmmtLxmsait&mi 1 - 1> 11 - 2Sf#fc 0 



No. 




No. 




11-1 


O 


11-2 * 


t 3br" 



HflBffiJ 1 9 

73;i/^*lt^ h* ; R= 1 x., x 3n X«=zk 



WO 98/35937 



PCT/JP98/00542 



75 

£H8) N, N-^/f-;bf-**;i//U>88 S- {4-/ \>* f s-2--h 
D7izjl/) x*^;u (SC (VIII) ; Rik R,2 = ^;k Xu X 3 , X<=** 

MMiti- h 'J ( 1 . 0 4 g) ©^^^A?; H (4 0ml) S5ffi& 
T«tCs 0*Ct?«t#Ts 4-^ Y**/-2-- hD7x/-;U (4. 0 0 g) 
>fM;^7U* (20ml) »kft«ITLfc 0 .«T»T^ M"? 3 OA-IB 

ffi#u jEt^^i^**;^^ ^p^-r k (3. 65g) *an*-c* 8 

feHtt (5. llg, »8 4%) £f3feo £©*Etf«J (3. 5 0 g) C7ir 
;i/X-=;b (10ml) fcJtaiL 2 1 COT lWH«#Ufc8U /ifcftUfco £© 

= 7:1-3:2) «t^C fc<t t)«^ (3. 3 5 g> iR#9 6% 
) 4»fc. 

xii9) n, N-y^f-;i/f-**;^5>tt s- [2- ( l -^;i/»>?o 
^*+f>:&;i/*x;i/:P$ y) - 4 K^7i-M xXx;u (it (IX) ;R 
= l- ^f;^^D'\^^ r iu R l2 = ^>;i/ % Xk X 3 , X4=zk^M7\ 

±331*18) T-f^ftfefb^ (2. OOg) SnC 1 • 2 H2O (3. 6 
5g) ©ft«xf;b (75ml) i&iftftSffl-C 1 ift«#Ufco d©»*fc:lfc» 
ggx^U (100ml) *Jn*.s ^^-ezK»fli^h'J»>A2K«tt*/IP*N <3&$v 

-S^f-Jl/^^l/vU >fi S - (2-T<y-4-^ F*^7zz;i) x7 
t^MI. 64g, JJR^9 3%) zntt'J^>(2. 9ml) &l>*£ 

□ D*;i/A (2 0ml) £AlJ;u Sfii|"lBff>'"e 1 - ^^^^o^lf^*^ 
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if-;Ui7D^-Y K (1. 3 9g) fciTFU 1 IfcffSW Lfeo *©a*JK*B* 

v^77^- (SMX;^>:StHx^=3 : 1) T?»«-rsc tiz 
&*)&M4b&tl (2. 4 1 JR¥9 5%) £(#fc„ 

£*? 1 0 ) ±32Xfg 9 ) -efll hntzit&tfii) (2 5 0mg) £*f&{t;>J 'J * A ( 
140mg), /*/-/U ( 1 . 5ml) -rh7tFD77> (0. 5ml) 

;u=4 0 : 1) TMB©T3£fcfc«fcD&BMbfc«B ( 1 04mg, 5 2%) £ 
%Jfc09 1 9 LXm 9 (Dit&WZmtzo 
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£9 



m.p. CC) 



HNMR (CDCI 3 300MHz) 



1 9 



8.75(1 H, brs) 
8.19(1H, d.J=2.7Hz) 
7.42(1H. d.J=8.4Hz) 
6.57(1 H, dd,J=2.7. 8.4Hz) 
3.82(3H. s) 
2.9K1H. s) 
2.05-2. 15(2H. m) 
1.25-1.70(8H, m) 
1.30(3H, s) 



2 0 




103-107 



8.59(1H. s) 
8.34(1 H, brs) 
7.61(1H. s) 
3.10(1H, s) 
2.00-2.20(2H. m) 
1.10-1.75(13H, m) 
0.86(6H, d.J=6.6Hz) 



2 1 



2 2 




56-57 



8.75(IH. s) 
8.55(1H. brs) 
7.60(1 H, s) 
3.09(1 H, s) 
1.10-2.20O3H, m) 
0.87(6H, <W=6.6Hz) 



83.5 - 85.5 



8.44(1 H. brs) 
8.22(1H, d,J=1.5Hz) 
7.33(IH, d,J=7.8Hz) 
6.83(1 H, dd,J=U, 7.8Hz) 
2.96(1 H, s) 
2.34(3H. s) 

10-2.20(15H, m) 
0.85(6H. d.J=6.6Hz) 



2 3 



NH 



2 4 




85-87 



8.50(1 H t brs) 
8.17(1R dd.J^1.5. 8.4Hz) 
7.21(1H. U=8.4Hz) 
7.00(1H, ddj=l.5. 8.4Hz) 
2.73(IH, brs) 
2.47(3H. s) 
2.05-2.20(2H, in) 
1.10-1. 7S(I3H, m) 
0.86(6H, d,J=6.6Hz) 



71-72 



8.20(1 H, brs) 
8.12(1H, d.J=8.4Hz) 
7.31(1H, s) 
7.10(1H, d,J=8.4Hz) 
3.05(1H, s) 
2.28(3H. s) 
2.08-2. 16(2H. m) 
1.13-1.60O3H. m) 
0.85(6H. d,J=6.6Hz) 
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ztzs mmmi 9fcp«cu-c£i o©fc£i&i 9- mmi 9 — 9 
mi 0 



mi 0 
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Hi 2 5 

f-^ftfi S- [2- ( 1 - y^>>^*/*D^*>*^=A7 5 -/) 
7zrjb] xt^;i, (iC ( I ) ; R= 1 — f v^>f-^/>^D's*^K Xk X 
», X.u X, = *^Si-Ps Y = *;UsK-JK Z=T-b^;U) O^fift 

0?4) ±.1B5&»0!1 9 ©X« 2 ) , Ji£$ft0U l<Dr*S7) Xtt±fflKMiffl 
190X1310) fcHttfcLTfifcixfcN- (2-/M7h7ir;i/) -l- 
-f V^>^l^*P^*tf>*;i/sK**5 M6 0 Omg) SIFKU J?> (0. 
48ml)0?DD*;^ (1 Oral) igMSWfT^ T-fe^;i/7D7 
-f K (0. 17ml) SiTU lWlflLfc. $&£S&UT^<bnfcaS 
^y'J*W*7A^D?F^77^- (JSBa^fj® ; ^*V> : fifttx^;u = l 
2:1) -CttKfS£fcfc:.fcD3UBHt£«5 ( 6 6 6mg, HX*9 8%) £f#fc„ 
SHEW 2 6 

2-/f^ft7DW>K S- [2- [1- (2-x^;ut>;V) 
^KcVryjlfr-K-lVT I J ] 7 x^;i/] X 7x7^1/ (it ( I ) ; R = l - (2 -X 

^i'D^+i/iK Xu X^ Xa, X,=7K^JS-Ts Y = io)iX-)i 

1*14) ±33^liS0>Jl 0T-f#<b*lfcN- (2-*;i/*7* h7xx;u) -1- ( 
2 -x^l/T^U) v7P^= 3 Pt»">7j;i/^dr-9 : 5 H (4 3. 7 2 g)MK'Ji? 
> (2 7. 7ml) ®7DDm (3 0 0ml) »*ft2»+«#Tfc, -f V 
r 7 % U^D7-fl s (15. 0ml) ^i^TU HSIHHKttLfc. SMEftS^b 

^y'JMM7A^D?K77^- (JRPB8J8 ; ^*-tf-> :S^i?x^;u= l 
5 : 1) -ca8t5c:fcfcJ:DSift^» (5 0. 7 2g, 4K«9 5%) 

o 

%*BW 2 7 

2-/7 c ;U7 c *7*Dt^>f^ " S- [2- ( 1 --f 7 7*f-;bS'*D'\*tfV* 
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)\,tf=.)l,Ti;) 7x-;i,] x*^;MiS ( I ) ; R= I -<{ V7*JVi/9B*> 
x.> X*> x 3 , x..=/k&fi7-, Y = *;w*-;k Z=^v7fj;i/) 

i:.f?4) l£$jk0u 8-e»?»*ifcN- (2-^w7h7i^) -i--r 

V7f;Pi/^D^>M^^H (2. 5 Og) &t5t'J^> ( 1. 8m 
1) ©^DDm (25ml) »**Sa+«#Tt:, -f V7f U^P^-f 
K (0. 9 2ml) fciTFU lttfflffitfbfc. $$£ft£bTf#£ft;kM£ 
i/ 'J^*7A^d? ^77^ - (MBiJ^JK ; ^=Sr-9"> : »8if^= 1 5 
: 1) -C»Kf*Ckfc:«fcD«aft^ (2. 9 4g, JRJ|S9 5%) *f#fc. 
•gjjgj 2 8 

1 -Tff-frV^Wy- A-l-X-hfrXyf®. S- [2- [1- ( 2 -xf 
;u^^;u) v^P'\+-9->*;u^-;i/T^y] 7i-;i*] x*x;i/ (it (I) ; 
R=l- (2-x?-^7*-;i0 S/^D's+S/^ Xk X*> X 3 , X.=7KS^-T 
s Y=#;.i/tfxjK z= i -7-fe*-;i/~4-t:^u s;>*;ni?=;iO <£i%$ 

.Hff/4) UBUJfcfll OT?»e>*lfcN- (2-^bA7h7x^) -1- ( 
2-x^;u7f-^) ^*D^*tf >*;u;!?*tfS K (9 3 3mg) StfK'JS^ 
(0. 5 m 1 ) d d t>;i/A ( 1 0 ra 1 ) ;M4iiST\ l-7Hsf-;MV = 

(5 0 Omg) , l-x?-;i/-3- ( 3 - i/M-frT X J ?u 
i3)\,XV4 l Y • J&KJ& (616mg), l-bFD*w; h 'J7V-^ ( 
4 3 5mg) ®^dd*M (10ml) »ttfc»TU mifflftffUfc. 

h^77-f- (Sn«K ; ^^r-9"> : fi^®x^;i/=4 : 1~?dd*;ua : 
y-;i/=10 : 1) -CttKf SifcCiOSiM (I- 08g, 
) 

fSfljgl 2 8 ' . 
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■£mm2 8<Dit&V) (it (I) ; R= 1- (2-if;i/7f^) i/*? D / \^f-S/ 
;k X.. X 2 , X 3 > X4=*^7% Y = *;u^-;k Z=l-7t^-4- 

11*14) l-THr^H V=^3f>(l (3 3 1 g) OMxf^ (2 1) S 
aMftfc7;i/=f>aWfn\ HJxf-;u7S> (5 4 1ml) fcillx., *ti>+fltttb 
tzo dOSi&fftt^DO^g!x^;i/ (18 5ml) (4 0 0ml) 

j8tt*«TU S«»»at:«I: D S^Cl 0 0#HHM*Ufc. *tfr&, 
(CjiiiaSIJfcWl 0T?»6>tlfcN- (2-^M7h7x^l/) -1- (2-x^ 
;i/^;u) i/^p^^f-9->*;u^dp-9-= H (6 1 8 g) OtflSxf-;!/ (2 1)$ 
MTU £<a£ 1 5Mtlfeo fiML 1 Ni£6£ ( l . 3D 

rotJbx-r^ (2. 5 1) CiSilfe^ m#^rrtC«tt)«lM*f^. » 
. ^tlfcffl^S^et^'f yrDKAi-r* (5. 5 1) izMto&ffiistz&. 
ItffSrrtct^Ift^ ( 5 0 5 g, 1K^5 5%) Zmtzo 

nmm 2 9 6 5 

2 5 % %tm 2 6 , HJfcftl 2 7 s 2 8.Xtt^ttjW 2 8 ' Pltttc 

b-tst 1 1 1 7 (DitGMzmtco 
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ai i 




HNMR (CDC1 3 300MHz) 



j8.34(lH.dd,J»I.S ( 8.4Hz) 
8.05(1H. brs) 

7.46(IH. ddd,J=1.5, 7.8. 8.4Hz) 
7.390H. dd,J=1.5, 7.8Hz) 
7.12(iH. dt.J-1.5. 7.8Hz) 
2.45(3H, s) 
2.03(2H, ra) 
1.IO-1.6KI3H. m) 
|0.85(6H. d,J*6.6Hz) 



8.40(lH,dd,J=1.5. 8.4Hz) 
|8.12(1H. brs) 

7.45(1H. ddd,J=1.5, 7.8. 8.4Hz) 
7.38(1H. dd.J-1.5, 7.8Hz) 
| 7.II(lH.ck,J=lJ, 7.8Hz) 
2.94(2H, sepi, J=6.9Hz) 
! 1.95-2.20(2H I m) 
U5-1.75(15H. m) 
1.30(6H. d.J=6.9Hz) 
0.78(6H. t. ;=6.9Hz) 



8.39(1H. ddj=1.5, 8.4Hz) 
8.10(JH, brs) 

7.45<1H, dddj=1.5, 7.8, 8.4Hz) 
7.380H, dd,J=:i.5. 7.8Hz) 
7.11(1H. dt, J=1.5, 7.8Hz) 
2.94(2H. sept. J-6.9Hz) 
L95-2.10(2H, m) 
1.10-1.85(1 1H. in) 
1.29<6R d,J=6.9Hz) 
0.87(6H. d,J=6.6Hz) 

8.37(1 H. dd. J=1.5. 8.4Hz) 
8.03(1 H, brs) 

7.46(1H. ddd.J-1.5. 7.8. 8.4Hz) 
7.36(1* dd, 7.8Hz) 
7.1I0H, dt, J=-1.5. 7.8Hz) 
U.580H, m) 
!3.88(1H, m) 
3.18(1H, en) 
,2.91(ia nd 
2.82(1 a ag 
1.95-2.20(4^ m) 
2.1IPH, s) 
1.15-1 .85(17H, m) 
|0.78(6H, u J«6.9Hz) 



8.52(1H, brs) " " 

8.42(lH.dd,J-1.5 ? 8.1Hz) 
8.34(2H. dd,J=1.8, 6.9Hz) 
8.00(2H.dd,J=1.8. 6.9Hz) 
7.54(lH.ddd,J=1.5. 7.5, 8.1Hz) 
7.45(lH,dd,J=1.5. 7.5Hz) 
|7J3(1H. duJ=1.5, 7.5Hz) 
l.34(9H, s) 

8.39(1H, dd.J=1.5. 8.4Hz) 
8.07(IH,brs) 

7.44(lH f ddd,J=1.5, 7.8, 8.4Hz) 
7.36(lH.dd t J=l.5. 7.8Hz) 
7.10OH, dt,J=1.5. 7.8Hz) 
K96-2.05(2H, m) 
I.15-1.65(8H, m) 
1.35(9H, s) 
I.22HH «\ 
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fcl 2 



mmvt 


It** 


m.p. CC) 


*H NMR (CDQ 3 300MHz) 


3 1 




61-62 


8.32(1 H, d<W=1.5. 8.4Hz) 
7.85(1H. brs) 
7.20-7.50(7H, m) 
7.10OH. dt. J=!.5, 7.8H2) 
3.94(2H, s) 
U7(9H, s) 


3 2 




78.5 - 79.0 


8.40<1H, dd.J=1.5. 8.4Hz) 
8.17(1H, brs) 
8.05(2H. m) 

7.66(1 H, ddd,J=1.5, 7.8, 8.4Hz) 
7.43-7.60(4H, ra) ' 
7.17(1H. dt,J=1.5, 7.8Hz) 
1.85-2.00(2H, m) 
1.10-1.70{8H f m) 
U8(3H, s) 


3 3 






55-56 


8.39(1H, dd,J=1.5. 8.4Hz) 
8.04(1H, brs) 

7.450H. ddd.J=1.5. 7.8, 8.4Hz) 
7.36(1H, dd,J=1.5, 7.8Hz) 
7.10(1H, dt t J=1.5, 7.8Hz) 
2.00-2.03(2H, m) 
U0-1.60<13H, m) 
1.35(9H t s) 


3 4 


0 


0 

NH j< p 


155-156 


8.39(lH t dd,J=1.5, 8.4Hz) 
7.98(1H. brs) 

7.47(1H, ddd.J=1.5. 7.8, 8.4Hz) 
7.09-7.38(7H, m) 
5.85<IH, d,J=7.8Hz) 
5.04(1H. dt, J=5.7, 7.8Hz) 
3.20(1H, dd,J=6.0, 14.1Hz) 
3.11(1H, ddj=7.5. 14.1Hz) 
1.97-2.10(5H, m) 
1.00-I.80{I3H, m) 
u.oivun, u, J— o.oriz) 


3 5 


c 


\gj 0 HCI 


106-110 


9.42(1 R s) 
9.14(1H. d.J=5.lHz) 
8.90(1H, d,J=8.IHz) 
BJ2(1H. cU«7.8Hz) 
8.I2(!H. nO 
7.89(1 H. $) 
7.58(!H. L J»7.8Hz) 
7.49(!H. d.J-7.8Hz) 
7.24(1 H. i. J=7.8H!) 
5.94(ia b«) 
1.89- 2.03(2H, ftg 
1.07-I.60(I3H, m) 
3.80(6H. d. J«6.6Hz) 


3 6 




6 v° 


68 -69 ' 
i 

( 


U5(1H, dd,J=1.5. 8.4Hz) 
7.93(1 H, brs) 

7.50UH, ddd.J^i.5, 7.8, 8.4Hz) 
7.40(1H, <HJ=1.5. 7.8Hz) 
7.15(1H, dt,J=1.5. 7.8Hz) 
U8(2H, s) 
!.96-2.09(2H, m) 
1.09-1.65O3H, m) 
).85(6H, d,J=6.6Hz) 
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* 1 3 



m.p. CC) 



HNMR (CDC1 3 300MHz) 



3 7 



3 8 




53-54 



8.37(1H. dd,J=1.5. 8.4Hz) 
7.98{IH, brs) 

7.47(1H. ddd.J«l.5, 7.8, 8.4Hz) 
7.39(1H, dd,J=1.5. 7.8Hz) 
7.13(1H, dU=1.5, 7.8Hz) 
4.19<2H. s) 
3.58(3H, s) 
1.9S-2.10(2H, m) 
1.05- 1.65(1 3H, m) 
0.84<6H. d,J=6.6Hz) 




40-41 



8.35(1H. dd,J=1.5. 8.4Hz) 
8.06(1H. brs) 

7.45(1H. ddd,J=1.5. 7.8. 8.4Hz) 
7.39(1H. dd,J=15. 7.8Hz) 
7.17<1H. dU=1.5, 7.8Hz) 
2.72(2H, q.J-7.5Hz) 
1.95-2.10(2H. m) 
1.10-1.60(13H, m) 
1.24(3H, t, J=7.2Hz) 
0.85(6H. d, J=6.6Hz) 



3 9 



To 



60.5 - 6Z0 



8.37(1H, dd,J*1.5, 8.4Hz) 
7.90(lH f brs) 
6.90-7 J0(8H, m) 
4.79(2H. 3) 
1.00-2.00(15. m) 
0.83(6H, <U=6.6Hz) 



4 0 




51 -52 



8.30OH. dd.J=1.5. 8.4Hz) 
8.0O(lH. brs) 

7.40OH. ddd,J=1.5, 7.8. 8.4Hz) 
7.33(1 H. dd.J=I.5. 7.8Hz) 
7.06(1H, di,/«l.5, 7.8Hz) 
2.88UH, m) 
1.94-t.98(2H. m) 
1.07-1.51(13H. m) 
1.24(6H. d,J=7.0Hz) 
0.85(6H. d. J=6.6Hz) 



4 1 




95-96 



8.35(1 a dd. W.5. 8.4Hz) 
7.87(1 H, brs) 

7.480H ddd,J=U. 7.8. 8.4Hz) 
7.37(1 H, ddlJot.5. 7.8Hz) 
7.3K2H, o0 

7.14(1H, dU«1.5. 7.8Hz) 
6.93(2H nO 
4.78(2H, s) 
l.90-1.94(2H. m) 
1.07-1.58(1 3H, nO 
0.83(6H, <U«6.6Hz) 



4 2 




52-53 



8.3K1H, dd.J=1.5, 8.4Hz) 
8.09(1 H. brs) 

7.45(1H, ddd.J=1.5, 7.8. 8.4Hz) 
7.4K1H. dd.W.5. 7.8Hz) 
7.10(1H. dt,J=l.5. 7.8Hz) 
1.92-2.25(3H. m) 
1.<KM.75(17H, m) 
0.86(6H. d.J=6.6Hz) 
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mi 4 



m.p. (TC) 



HNMR (CDCI3 300MHz) 



4 3 




8.36(1H, dd,J=1.5. 8.4Hz) 
8.05(1H. brs) 

7.44(1H. ddd,J=1.5. 7.8. 8.4Hz) 
7.37(1H. dd. J=1.5, 7.8Hz) 
7.12(1H, du J=1.5. 7.8Hz) 
2.55-2.75(lH, m) 
1.95-2.I0(4H. m) 
1.10-1.85(2114. m) 
0.85(6H, d.J=6.6Hz) 



4 4 




8.38(1H. d,J=8.7Hz) 
8.I5(1H. brs) 
8.04-8.08(2H. m) 
7.66(1H, m) 
7.48-7.55(4H, m) 
7.16(1H. dt. J=1.2. 7.8Hz) 
1.93-2.14(2H, m) 
1.07-1.51(13H, m) 
0.78(6H. d. J=6.6Hz) 



CONH 2 



4 5 




136 - 138 



8.410H. dd. J=1.5. 8.4Hz) 
8.01(1H. brs) 

7.4«(| a dddJ-1.5. 7.8. 8.4Hz) 
7.34(1 H. dd. J-1.5. 7.8Hz) 
7.23(1 H, d,J«7.!Hz) 
7.1K1H. du J-IJ. 7.8Hz) 
5.72(1 a brs) 
5.41 (1H. brs) 
4.69(1 H. m) 
1.95-2J8(6H. rn> 
1.05-I.70(13H. n$ 
0.8S(6H. d.J=6.6Hz) 



4 6 




91 -92 



OH 



8.42(1H. dd,J=I.5, 8.4Hz) 
7.99(1 H. brs) 

7.47(1H. ddd,J-1.5, 7.8, 8.4Hz) 
7.37(IH. dd,J=L5. 7.8Hz) 
7.12(1H. dt. J=1.5. 7.8Hz) 
2.64(1H. brs) 
1.90-2.10C2H. m) 
1.05-1.70(13H, m) 
1.54(6H, s) 
0.86<6H. d, J=6.6Hz) 



4 7 




144 - 146 



HCI 



9.90(3H. brs) 

8.07(IH. dd,J=1.5. 8.4Hz) 

7.98(IH. s) 

7.42(IH, ddd,J«I.5. 7.8. 8.4Hz) 
7.41(lH.dd,J=1.5. 7.8Hz) 
10(1H. dt, J=1.5. 7.8Hz) 
l.95-2.20(2H. m) 
l.t(M.85(21H. m) 
0.84(6H. d. J=6.6Hz) 



4 8 




45-46 



8.37(1H. dd,J=1.5, 8.4Hz) 
7.93(1 H, brs) 

7.43(1H, ddd,J=1.5, 7.8. 8.4Hz) 
7.35(IH, dd,J=1.5, 7.8Hz) 
7.09(1 H. du J=L5. 7.8Hz) 
2.05-2.20(2H. m) 
1.45-I.75(9H. m) 
1.36(9H. s) 
1.10-1.25(2H. m) 
0.86(6H, d, J=6.6Hz) 
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m.p. (XT) 



NMR (CDCI 3 300MHz) 



4 9 



To 



50-51 



8.33(1H. dd,J=1.5. 8.4Hz) 
7.95(1H. brs) 

7.46(1H. ddd.J=1.5, 7.8. 8.4Hz) 
7.40(1H. dd.J=1.5. 7.8Hz) 
7.12(1H, dU»1.5. 7.8Hz) 
2.46(3H, s) 
2.05-2.25(2H, m) 
1.40-1.80C9H. m) 
1.10-L25(2H, m) 
0.87(6H. d,J=6.6Hz) 



5 0 




129-130 



8.72(lH t s) 
8.0K1H. brs) 
7.44(1H, s) 
1.90-2.10(2H, m) 
1.10-1.75O3H. m) 
I3S(9H. s) 
0.85(6H, d. J=6.6Hz) 



5 1 




66-67 



8.68OH. s) 
7.88(1H, brs) 
7.43(1H, s) 
2.05-2.2O(2H, m) 
1.30-1.75(9H. ra) 
1.35C9H, s) 
1.05-1.20(2H, m) 
0.86(6H. d.J=6.6Hz) 



5 2 




69-71 



8.82(IH. d,J=1.5Hz) 
8.16(1H, brs) 
7.480H, <U=8.1Hz) 
7.34(1H. dd.J»l.5, 8.IH2) 
1 .90-2.1 5(2H, m) 
1.05-I.75O3H. m) 
I.37(9H, s) 
0.86(6H, d,J=6.6Hz) 



5 3 




8.35<1H, dd.J=1.5. 8.4Hz) 
8.05<1H, brs) 

7.47(IH. ddd.J-15, 7.8. 8.4Hz) 
7.39(1H. dd,J=U, 7.8Hz) 
7.13(1H, dt, J-IJ, 7.8Hz) 
2.74(2H. u J=6.9Hz) 
2.40(2H, t. J=6.9Hz) 
1.90-2.10(2H, m) 
1.05- 1.90(1 7H. m) 
0.86(6H, d.J=6.6Hz) 



5 4 




8.39(!H, dd.Jol.5, 8.4Hz) 
8.27(1H, brs) 

7.52(1H, dd.M-5, 7.8Hz) 
7.47(1H, ddd,jBlJ. 7.8. 8.4Hz) 
7.11(1H. dl. J-1J, 7.8Hz) 
3.84(3H. s) 
2.00-2.10(2H. m) 
1.10-1.65(13H. m) 
0.85(6H. d,J=6.6Hz) 
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3£ 1 6 



m.p. cc) 



HNMR (CDCI 3 300MHz) 



5 5 




8.44<1H. (W,J=1.5, 8.4Hz) 
8.29(1H, brs) 
7.35-7.55(7H, m) 
7.130H, du J=1.5. 7.8Hz) 
1.95-2.15(2H. m) 
1.25-1.70(8H. m) 
l.27(3H, $) 



5 6 




40-41 



8.58(1H, brs) 
8.420H, dd,J=.U # 7.7Hz) 
7.6K1H. dd,J=1.5. 7.7Hz) 
7.53(1H. dt, J=1.5. 7.7Hz) 
7.10-7.35(7R m) 
2.03-2.09(2H. m) 
1.09- 1.59(1 3H, m) 
0.78(6H. d,J=6.6Hz) 



5 7 




103 



8.80OH. d.J=1.5Hz) 
8.16(1H. brs) 
7.48(1H, d.J=8.1Hz) 
7.35(1H. dd,J=1.5. 7.8Hz) 
1.37<9H. s) 
l.30(9H. s) 



5 8 




8.220H, d.J=1.5Hz) 
8.03(1H V brs) 
7.260H. d,J=7.8Hz) 
6.93(lH f dd.J=1.5. 7.8Hz) 
2.43<3H, s) 
2.38(3H, s) 
1.10-2.10O5H. raj 
0.85(6H. d. J=6.6Hz) 



5 9 




76.5 - 79.0 



8.38<1H. ddj=1.5. 8.4Hz) 
8.13(1H. brs) 

7.470H, ddd.J=1.5. 7.8. 8.4Hz) 
7.40(1H, ddj=1.5. 7.8Hz) 
7.12(1H, dU-U, 7.8Hz) 
2.46<3H. s) 
2.00-2.15(2H, rn) 
1.15-1.70(15H, m) 
0.79(6H f t. J=6.9Hz) 



6 0 




64.5 - 66.5 



8.42(1H. ddj=1.5. 8.4Hz) 
8.11(1H. brs) 

7.45(1H. dddj=1.5. 7.8. 8.4Hz) 
7.36(lH f dd,J=1.5. 7.8Hz) 
7.10(1H. duJ=1.5. 7.8Hz) 
1.95-2. 1 5(2H, m) 
1.10-1.7505H, m) 
1.36(9H. s) 
0.79<6H. t. J=6.9Hz) 
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Si 7 



6 1 



6 2 




m.p. CC) | ] HNMR (CDC1 3 300MHz) 



67.5 -69.5 



OMe 



8.40(1 H. dd.J=1.5. 8.4Hz) 
|8.06(1H, brs) 

ddct J=l.5. 7.8, 8.4Hz) 
*U=1.5, 7.8Hr) 
*. J=1.5. 7.8Hz) 
s) 
. s) 

1.95-2.15(2H. m). 
l.HM.75(15H, m) 
0.79(6H, u J=6.9Hz) 



7.47(1 H, 
7.39(1H, 
7.130H. 
4.20(2H. 
3.59(3H, 




OH 



8.44(1H, dd.1.5, 8.4Hz) 
8.06(1H. brs) 

7.470H. ddd.J=I.5, 7.8, 8.4Hz) 
7.37(1H. dd,J=1.5, 7.8Hz) ' 

I fiR n 7 nn 712(IH ' *.i-I-5. 7.8Hz) 
68.0-70.0 2.610H, s) 

2.00-2. 15(2H. m) 

U5-1.75(15H. m) 

1.54(6H. s) 

0.78(6H, 1, J=6.9Hz) 



6 3 




XT 



8.39(1H. dd.J-1.5. 8.4Hz) 
7.95(IH. brs) ' 
7.48(1H, ddd,J=IJ. 7.8, 8.4Hz) 
7.38(1H, dd.J-1.5. 7.8Hz) 
7.32(2H, m) ' 
62.0 - 63.0 7.14(1H, di, J=1.5, 7.8Hz) 
6.94(2H, m) 
4.78(2H, s) 
1.85-2.05(2H. m) 
1.15-I.70(15H, m) 
[0.77(6H, t, J=6.9Hz) 



6 4 




8.40OH,dd,J=1.5, 8.4Hz) 
7.92(1 H, brs) 

7.49(1H, ddd,J=1.5, 7.8, 8.4Hz) 
7.39(lH,dd.J=L5, 7.8H 2 ) ' 
I 7.33(2H. m) ' 

61.0 .65.0 7.i5(IH. dt. J=1.5. 7.8Hz) 
6.96(2H. m) 
4.80(2H. s) 
I.85«2.00(2H, m) 
1 1.20-1.80(1 1H, m) 
0.86(6H, d,J=6.6Hz) 



6 5 




61.0-64.0 ggigg 
2.92(1H. m) 



,8.38(lH,dd,J=lJ f 8.4Hz) 
8.02(IH, brs) 

7.47(1H, ddd.J=I.5, 7.8, 8.4Hz) 
!7.37(IH,dd,J«l. 5f 7.8Hz) 
7.12(IH, di.J*|.5 f 7.8Hz) 
4.59(1 H, m) 



2.78(lH f rn) 
1.90-2.20(4H, m) 
2.1K3H, s) 
1.20-1.8503H, m) 
|a87(6H;d, J*=6.6Hz) 
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-175S2 5-1 0 9£f§fc. 

m 1 8 



No. 




No. 




25-1 


0 


25-7 


0 

^^^^ v n^ Vs |^^ 


25-2 




25-8 




25-3 




25-9 


0 


25-4 


>rV s n 


25-10 


0. 


25-5 




25-11 




25-6 


^^^^ 

0 


25-12 
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96 
2 5 



No. 


it*® 


I N °' 




25-85 


a 


25-91 


a 


25-86 


A 1 - 

a 


25-92 


U j(Vy" 


25-87 


a^N^ ° Ha 
a . 


25-93 




25-88 


To 

Me 


25-94 


J o 


25-89 


Ox ,o 


25-95 




25-90 




25-96 
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U2 7 



No. 




25-109 


o 



%mm§ 6 

2, 2-^^fJW7Dtt>lt S- [4, 5-^OD-2- (l-^ 
V7D tJbi/^ D AJpt>A^zjl/7 ? y ) 7x~;u] (j£ ( I ) ; 

Xg4) ±IB^S!Sfi«l 1 9 Olg 9 ) fcHI«fcLTft&ftfcN, N-iS*3-)\,?- 
S- [4, 5-^^dd-2 - (l--fV7Dt;^^DA+ 
t>AMz;i/7U) 7ir;H jc^t^I/ (8 6mg) Slf^R-fb* 'J £ A ( 
50mg) ©Th7tCD77> (0. 5ml) -^^y— ;b (1ml) 

A (1 0ml) T-tfitHUfco £©Hlfflttfc£y$>> (90^1) SflnxTgiS* 
mnf. tnn^^n^ K (4 1/zl) £jHox.T, lBSBBSttLfe. Jgj££ 

^1x^=2 0 : 1) T»»-rSitfcJ:>)*JSfli-&«S (24rag, JR^ 2 
7%) £*§fc 0 

nasgy 6 7 as 8 1 
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^2 8 



■mm 




m.p. (t]) 


NMR (CDC1 3 300MHz) 


6 6 


0 

a' 


NH | 

a 


92-92 


3.75(1 H, s) 
3.0H1H. brs) 
7.44(1 H. s) 
1.95-2.10C2H, m) 
U0-1.75(9H. m) 
1.34(9H, s) 
3.91 (6H. d,J=6.6Hz) 


6 7 


d 

CI 


Is J< 

if IT 


95-96 


8.73(1 H, s) 
8.10(1H. brs) 
7.44(1H, s) 
1.85-2.00(2H, m) 
1.10-1.70C8H, m) 
l.34(9H. s) 
0.89(6H, m) 
0.35-0.47(4H, m) 


6 8 


a 

i 


a 


109-110 


8.670H, s) 
7.61 (1H, brs) 
7.44(1H, s) 

2.06<IH. quint, J=7.2Hz) 
0.85-1.85(1 1H, m) 
1.36(9H. s) 
1.18(3H. d.J=6.6Hz) 


6 9 


c 


T w l 
a 


109- no 


8.7I(1H. s) 
8.0K1H, brs) 
7.44<1H, s) 
1.95-2.05(2H. m) 
1.05-1.70(18H, m) 
1.35(9H, s) 
0.84(3H, U J=6.7Hz) 
0.84(6H, d,J=6.6Hz) 


7 0 


( 


a 


116-117 


8.76(1H. s) 
8.11(1H, brs) 
7.44(1 H. s) 
2.02-2.15(2H. m) 
l.20-1.65(8H. m) 
1.34<9H, s) 

0.55-0.65OH, m) \ 
0.35-0.45(2H. m) 
0.01-0.02(4H. m) 


7 1 


0 


CI . 


111-112 


8.70(1H, s) 
8.03(1H. brs) 
7.44(1H, s) 
1.90-2.1Q(2H, m) 
0.75-1.75(21H. m) 
1.36(9H, s) 
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S29 



m.p. (r) 



HNMR (CDCI3 3 °0MHz) 



7 2 




101-102 



8.70(1 H, s) 
7.92(1H. brs) 
7.43(1R s) 
2.00-2.15(211 m) 
1.30O.65(13H. m) 
1.35(9H, $) 
1.05-1.15(2H, m) 
0.85(6H. d,J=6.6Hz) 



7 3 




53-54 



8.70(1H, s) 
7.68(1H, brs) 
7.44(IH, s) 
2.35-2.50(2*1 tn) 
1.25-2.05(7H, m) 
1.34(9H, s) 
1.05-1.15(2H, m) 
0.88(6H, d,J=6.6Hz) 



7 4 




1 



93.0 - 93.5 



9.39(1 H, d,J=2.4Hz) 
8.20(lH f brs) 
7.93(1 Hdd,J=2.4. 8.4Hz) 
7.53(1H, d,J=8.4Hz) 
1.95-2.15(2*1 m) 
1.00-1.75(13H, m) 
1.37(9H. s) 
0.85<6H. d, J=6.6Hz) 



7 5 




I 8 



103 - 104 



8.85(1H. d.J=1.5Hz) 
8.14(1H, brs) 
7.46(1H, <W=7.8Hz) 
7.35(1H, dd T J=1.5. 7.8Hz) 
1.95-2.15(2H, m) 
1.00-1.75O3H. m) 
1.36(9H, s) 
0.85(6H, (W=6.6Hz) 



7 6 




77-78 



8.57(1H, d,J=2.7Hz) 
8.06(1H, brs) 
7.27(1H, cU=7.8Hz) 
7.08(1H, dd,J=2.7, 7.8Hz) 
\95-2.10(2H, m) 

05-1.65(13H, m) 

•34(9H, s) 
0.84(6H. d.J=6.6Hz) 



7 7 




80-82 



38(1H. <W=8.7Hz) 

99(1H. brs) 
7.40(1H. dd,J=2.7. 8.7Hz) 
- 35(1H. d,J=2.7Hz) 

.90-2.05(2H. m) 

•05-1.65O3H, m) 

35(9H. $) 

84<6H, d.J=6.6Hz) 
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«3 0 







m.p. (*C) 


! HNMR (CDC1 3 300MHz) 


78 


X 
0 


0 

II 


76-77 


8.20(1 H, d,J=2.7Hz) 
8.09(1H, brs) 
7.22(1H, (U=8.4Hz) 
6.66(1H. dd. 1=2.7, 8.4Hz) 
3.85(3H, s) 
1 .95-2.05(2H, m) 
1.05- 1.65(1 3H. m) 
1.34(9H, s) 
0.84(6H, d.J=6.6Hz) 


7 9 


X 
0 

F 


o 
U 


55-56 


8.34<1H, dd,J=3.0. 11.4Hz) 
8.11(1H, brs) 
7.3K1H, dd,Jt=6.3, 8.4Hz) 
6.8H1H, ddd,J=3.0. 8.4, U.4Hz) 
1.95-2.1 5(2H, m) 
1.05-1.65(13H, m) 
1.34(9H V s) 
0.84(6H. d. J=6.6Hz) 


8 0 


X 


F 


97-98 


8.44(1H. dd.J=8.1, 12.9Hz) 
7.98<iH, brs) 
7.19(1H. ddj=8.4. 9.6Hz) 
1.95-2.05(2H. m) 

I. 05-1.65(13H, m) 

II. 34<9H, s) 
0.84(6H. d,J=6.6Hz) 


8 1 


X 

c 


0 j 
F 


94-95 


8.29-8.35<lH, m) 
7.90(1H, brs) 
7.09-7.1 9<2H, m) 
1.92-2.06(2H, m) 
1.09- 1.55(1 3H, m) 
1.35(9H. s) 
Q.85(6H. d,J=6.6Hz) 



%tz. nmme stmm^^xm3 i^m^3 5ofc6*6 6 - i#56 6- 
5 3 
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^34 



No. 




No. 




66-37 


Cud 

or y 


66-43 


a 


66-38 


Ox 

cr 

CI 


66-44 


a 


66-39 


a 


66-45 


1 

a | 


66A0 


n 


6646 


CI 


66-41 


O^L* X 

a 


66-47 


a 




X o 






6642 


CI 


66-48 


a 
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m.mm 8 2 

hr*- [4, 5-*£dd-2- (1 -4 V^>9-)\/^i7a^^V>i3J^- 
7i^l/] ^^;i/7-f h* (I) ; R=l-^V^>^i/^D^ 
Xu X«=**jg3% X 2 , X 3 =**JBl-?x Y = t))l,7K-)K Z = 4, 
5-i>^DP-2- ( 1 l M>f ;i/i/i'D'\^>i3;i/^7^) 7 x 

1110) N- (4, 5-y^DD-2-^;i/3b7h7x-;i/) _i_^ v ^ 
>f-Jbi'^D^**>*;i/^-9-5 H (A (III- 2) ;RBl--fy^^ 
*D>\*Wk Xk X4=***^ X 2 , X»«JUM(?* Y = *;i/tf-;t,) 
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>®. S- [4, 5-y^DD-2 - (l-^V^>fJI/i/^DA + ^»!]^ 
-)\,TU) 7x-;i/] i^fJl/ (4 0 0 rag) SlfiJcRfb* U •> A (18 0m 
g) Orh7t h'077> (2ml) -A* (1ml) S£jgffc£ 2 B$g3 

Xg3) ±83l«10) •C»6nfcffl^«JOi?^f-;i/^;b**S' K (5ml 
) *«[* 1 3 0"CTf2^IHH»»Lfcftv iMLfc. iO««K:*tJpjtx *dd 

i/fc. »»UTf»&nfeas(E**>'j*y;i/*7A^D-7h^77-<- (jg 

W»i*;^*tf> :ifixf;i/=3 0 : 1) TJUHf S Z. £ C «t ») ftJBfb&t! ( 
2 OOmg, ifc$6 0%) Zfttzo 



$36 







m.p. (t)) 


] HNMR (CDCI 3 300MHz) 


8 2 


a a 




8.78(2H. s) 
8.38(2H. brs) 
7.24(2H, s) 

1.80-2.00(4H. m) j 
1.00-1.75(26. m) 
0.86(1 2H, d.J=6.6Hz) 



gsitws 3 
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Xk X 2 , X 3 , X4=*3Ri^ Y = #;i/*"x;k Z = 2-rl>7 

t Ko7';;i/^f-;u^5j-) ©£$ 

1*15) 7h7tFD7A7iJMD7-f H (3. Og) fiV*-*8&R:*- HJ 
>7 A (4. 1 3 g) ©x*y-;i, (6ml) (6ml) 1 7 

*»fc. £©&&k(rCTT-, ±ISHfflS0>ll lfcH*fcUT»&ftfcN- (2- 
^;1/A7b7i^l/) - 1 -*V^>f7l>**n^M*>*;M?*tM F (3 8 
Omg) SV*Bflit HJ£A ( 5 Omg) ©*»« (1ml) &»TU 1 . 

x^;i/=8 : 1) «t5aCJ:5»6l ( 1 2 8mg, HX^2 4%) 

7 x-;u 2-fn-D-f ;i/7 5 ^ 7i-* i?^A7-f K ;R=t 
-7*^;k Xk x 2 s x 3 s X4=7k^JS^ y=*;i/#-;k z=7i^w 
) ©£fiR 

1*15' ) ft7i7-^ (1 5 9mg) (DWmfcfcm (5ml) S^EtC h 'J 
U-^s^y-JXW-K (2 0 2mg) *MT 2 BIHHfM*8U flrffitfc-Y 

&i>t\ ±tBfSflsm ©xg 1 kHttfcLT»f>nfee^- [2- (tv-cD-r 

)lTi;) 7x-;u] y^;b7^ h* (3 0 Omg) ©MflsJK* (5ml) jgft 
{co°CTT-^b7;i/7'j;i/ (9 7mg) » h';x^;i/T^> (i«) fc/iiWDox. 

, 1. 5Rlffl^Ciafi-C«»Ufc. in.€*fiSTf^»Ufcit©*»K:«Tt, 
^©$1:2. 5B$FpTO#Lfco Ej6»7&* i7PD*;UATttlttJL7c 
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*V> : ftKx^;i/= 1 2 : 1) T-MTSCiiHiO^Mfb^ (3 3 7mg 
, JR¥7 4%) £*§fc„ 



^3 7 



SIMM 




m.p. (r) 


! HNMR (CDCI 3 300MHz) 


8 3 


To 




8.53(1H, brs) 
8.44(IH, dd, J=].5, 8.4Hz) 
7.58(1H. dd,J=U, 7.8Hz) 
7.40(1H. ddd t J=I.5, 7.8, 8.4Hz) 
7.04OH. di,J=1.5. 7.8Hz) 
4.14<2H, quint. J=6.6Hz) ! 
3.86<lH f dt,J=8.4, 6.6Hz) 
3.77(1H. dt.J=8.4. 6.6Hz) 
2.96(1H, dd,J-6.6. 13.2Hz) 
2.84(1H. dd,J=6.6. 13.2Hz) 
1.80-2.20(5H, m) 
1.10-1.75(14H f m) 
0.86(6H, d.J=6.6Hz) 


8 4 






8JI(1H, brs) 1 
8.40(1H, dd,J=l. 5,8.4Hz) 
7.20-7.50<7H. m) 
6.97(1 H, dt, Jal.5, 7.8Hz) 
1.30(9H, s) 



& *%w{t&®<D c e t p sispiM iz o ^ x ft o tz mmmm z ^ t « 

(1) K*- U^gficDHS! 

fiiSAlfiim (4 0ml) {c^b*Ue?A (KB r) £iDXs JtSd = 1. 1 2 
5g/mlfcH»U ffiS^ffiiSiH^fifi ( 2 2 7 , 0 0 0 x g> 17 mm 

) J±Sd>l. 1 2 5 g/ml(Dfrm (HDL 3 #iS) S&IStLfco f#*> 

ftfctflittPB S&Hl [ 1 OmMCNaiHPOyi 0 mMON aHiPO</0 
. 1 5MONaCl/lmM©EDTA (pH7. 4 ) ] TSW bfc. «^T% 
1 OnM(75h Uf-^A^fSSubX^n-^ (5 0. 3 C i/mM) J95%x^ 
/-;UT'?§8?U ±HBHDLj#Ijtm#Lfc#6&*£^0U 37°Cfl8B$ 
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IfSW >*^- h bfe [d©^K: t tt) > h'Jf-)A»l/7rn-;KiHD 
L3^ffi(C^<£-r?)l/^f->^i/;i/h7>^7x7— tf ( L C AT) ©ftUflfcJ;!) 
x7rM?^ h 'JfJUAJWfca I/^t^^x^t;!/ ( [ 3 H] CE) £LTH 
DL 3 |*|${c:JRr);ig;;h«3] o -O.^^-hS^ KBr£/)ll;U itffid=l. 2 
1 g/mlHaigSU ®j£^i2i§ii>#i$ ( 2 2 7 , OOOxg, 4°C, 17 mm 
) £fTl\ JtSd< 1. 2 1 g/ml©#ij*fi|URbfc. f9£ftfc#Ii£B!fiaP 
BS»**Cji«fU C 3 H] CE£Ifci5ftA,£HDL 3 ( [ 3 H] CE-HDL 3 . 
Jtfi: 1. 1 2 5<d< 1. 2 K JtStt : 10 1, OOOdpm/nM) 

(2) 7*-k7*-u#sa©nK 

mm Aikm doomi) tMftjfl* utsd = 1 . o o 6 g/mi) zm 

Jj§U '&f&%}8i)&>bftM (227, OOOxg, 4°C, *fjlv Itffld 

>1. 0 0 6g/ml©#li££5UfcUfco ®e>titzftm£KBr*}}UZ.. Itfid 
= 1 . 0 6 3 g/m 1 tC^gS U $ft5l£&<baMi (2 27, OOOxg, 4 °C 
x 2 0KHSI) %fi\,\ J±fid<l. 0 6 3 g/m 1 ©#ii£&IRU£o f#e>kfc 
#®4ififi©PBSiS«re&*rU IDL&VLDLfr<bfc£#iI (it It : 1. 
006<d<l. 063) TS7*7*-i)Xm&£Ltco 
§mm 1 : -f > £ h D t £ ft £ ±M*© C EtP ffittHS^ffl 

ttfitAifll»fc hffl (1) -CfSfc K*- UtfB&ft&ftlU C 3 H] CE-HDL 
>d*llMR(6 0 0, OOOdpm/ml) *««tfc. ttWttN-^f-^KD U 
K>fcsJ?Ux^-l/>^ijD-;u4 0 0©1 : lSMWfcU am^tt^Blfi 
Lfco vOD*a-rfcttH**Xtt*li©*2jt£lfc [ 3 H] CE-HDL 5 
SMttl 0 0/il»U 3 7°CXtt4°CT-4^'f >+j.^- h Ufco tK 
0. 1 5M^ftv^i/ii7Ai:0. 3%^** h7>fi&g?£#trTBSig? 
*fc [20 mM©T r i s/O. 1 5M©NaCl (pH7. 4) ] 1 00 //IS: 
av^of-a-rfefciDLTx" ifc<«H*Ufco 4°CT3 O^jftiUfe^ 
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.C>#tt (8, OOOrpnu 4°C> 1 0#f?3) »£ftfcai&±» (HD 

L^ii) (D/&^rSf±^^>5 : -b-^3>*'i'>r$'-&fflV>-t>llil^tfeo «K©* 
T*4°C£3 7°CT--f >^ra^-h Lfc«£{fi©;££ C E T PrS&i: U 

zm&®(Dno>fcT¥zc e t pfstt©»is*fc c e t ? tmwimm £ 

I C.o4B4»lB Life. 
IS3R*iR3 8»M*4 8twUfc. 

: i*VC*i:*lt5 h7>XS>xr:**v*xifUR(ti ©CETPrSix 

E T P$<57-#Ah 7 >*$/*x^y (WTs v<i?*i;<,\-5 ;»f-8- 

1 3 0 6 6 0^«t:3Bltt$nfe*i£fc«£^fl5»Ufc) 1:777? -y^/>f S 
ffl^T Ufco BMFlRStf«4a 6 m ^©MSEURU lliUfll'1'© C E T 

P JStt 4 File©* lis fcffc o T C E T P r?M SISlfco 
±35 ( 1 ) T-f#fc K^- 'J#MG ( [ a H] CE-HDL^ 0. 21//g©3 
i:±Si! (2) f?9fcZ^-fe7 , ^-U^Sl5 (2 Ug^l/ 

BS»JS [lOmMCTr is/0. 1 5MONaCl (pH7. 4) ] T?|gfi 
£6 0 O/zl/f-a-riiUfco iv>fi7Dfa-743 7 °CX(i 4 "CT- 1 51$ 
IMH MTBSM (4 0 0^1/?i-y) &tf0. 1 

5M©Jfifcv^*S/i>A£$*frso. 3%cDx*X h7>fi8ig!?3M (100/z 
ZMZ. J:<ia*tUfe. 4 e CT-3 0WIb)&^ tt<f>£ffll ( 
8, OOOrpm, 4°C, 1 0#fffl) £fft\ ft6ftfcaii&±» (HDLdI) 

&©«£4°Ci:3 7°CT-f >*^- h Ufci!PJ£$I©M£ C E T PrS&i: U 
?JS*4}S4fc:«t5S!l^ii©>!|0!)iKT^£CE T P JSttOHlS* Lfc„ 
&IR&II3 8^5*4 8(C7r<Ufe« 
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^3 8 U,mm (CETPftftEffti) 





smalt to 

CETPrSttffig 
IC,,, M) 


h^^^vi^v^v^^ms^KocETPfiSttBaa^ (%) 


10mg/kg,p.o. 


30mg/kg,p.o. 


lOOmg/kg.p.o 


300mg/kg,p.o. 


i 


20 










3 


101 










4 


175 










5 


3 










6 


5 










7 


2 










8 


3 






25 




9 


99 










1 1 


5 


27 


45 


57 




12 


17 










1 3 


5 










1 4 


8 




9 






1 5 


12 










1 6 


8 










1 7 


8 










1 8 


6 










1 9 


179 










2 0 


16 










2 1 


9 










2 2 


56 


22 


44 
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it 3 9 K»W (CETPftttffiSftsjfl) 





^* rfti tti 

CETPffi&fflg 
IC„ M) 


h^V^v-i^-^^^^tfiUii^^cETp^^g^ (%) 


10mg/kg,p.o. 


30mg/kg.p.o. 


lOOmg/kg.p.o 


- 300mg/kg.p.o. 


2 3 






18 






2 4 


29 




29 






2 5 


11 


19 


45 


52 




2 6 


7 




44 






2 7 


7 




31 






2 8 


6 




36 






3 0 


72 










3 1 


32 










3 2 


32 










3 3 


61 


23 


39 


52 


55 


3 4 


9 




4 






•J D 


4 










3 6 


16 




19 






3 7 


7 


18 


42 


47 




3 8 


6 


15 


40 






3 9 


11 


17 


41 






4 0 


23 


20 


48 


64 




4 1 


7 


27 


42 






4 2 


9 


31 


38 






4 3 


49 
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S40 Kttffl (CETPt&ttMftffl) 





CETPfcttfflg 
IC,, (//M) 


h 7>Av*i-7^T'>^lMR1'(73CETPSttffi§¥ (%) 


lOmg/kg.p.o. 


30mg/kg,p.o. 


lOOmg/kg.p.o. 


300mg/kg.p.o. 


4 4 i 


23 










4 5 


7 


18 


36 






4 6 


5 


22 


48 






4 7 


6 




31 






4 8 


49 




31 


50 




4 9 


6 




29 






5 0 


2 










5 1 


16 










5 2 


8 




8 






5 3 


8 










5 4 


12 










5 5 


65 










5 6 


13 




34 






5 7 


41 










5 9 


4 




44 






6 0 


41 




44 






6 1 


4 




38 






6 2 


4 




38 






6 3 


4 




43 






6 4 


4 




34 
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«41 tUfcflj (CETPfcttESfl-ffl) 





IC,o M) 




10mg/kg,p.o. 


30mg/kg.p.o. 


100mg/kg,p.o 


30Omg/kg,p.o. 


6 6 


7 










6 7 


9 










6 8 


10 










6 9 


6 










7 0 


4 










7 1 


4 










7 2 


74 










7 3 


37 










7 4 


14 




5 






7 5 


25 




1 






7 6 


18 




4 






7 7 


17 




1 






7 8 






11 






7 9 


60 


14 


26 






8 0 


6 




12 






8 1 


21 




10 






8 2 


7 










8 3 


5 










8 4 


158 
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£4 2 »»« (CETPiSttMftffl) 



No. 


CETPg&fflg 
ICjo (// M) 




lOmg/kg.p.o. 


30mg/kg,p.o. 


100mg/kg,p.o 


300mg/kg,p.o. 


1-1 


Hi 










I-Z 


25 










l-o 


22 










1-7 


24 










1 0 

l-o 


21 










1-12 


12 










i 1 1 
1-13 


18 










1 A 1 


19 










1 o *> 

15/-Z 


33 










1 Q C 

iyo 


17 












lo 










25-4 


32 










25-7 


46 










25-8 


25 










25-12 


33 










25-13 


28 










25-14 


30 










25-16 


41 










25-17 


23 | 










25-18 


19 
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^43 t&#m (CETpmmmftm) 



No. 




h 7 > X ->' x 




I Omp/Vp n o 


30mg/kg.p.o. 


lOOmgAg.p.o 


• 300mg/kg,p.o. 


25-19 












25-20 












95 91 


9fi 

Zo 










Z3-ZZ 


Z/ 










95 91 


OC 

25 










95 9^ 
Z_)-Zj 


24 










Z3-Z6 


22 










95 9*7 
Z3-Z/ 


Zl 










95 98 
ZD-Zo 


Zl 










95-^0 


91 
Zl 












91 










25-32 


20 










25-33 


18 










25-34 


21 










25-35 


27 










25-36 


30 










25-37 


24 










25-38 


20 










25-39 


22 










25-40 


23 
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*44«K« (CETPflH4|H£#ffl) 



No. 


ICjo ( M M) 


1 7>^yi^ 7 ^v^xillli5«}3(OCETPftttffl§5p (%) 1 


lOmg/kg.p.o. 


30mg/kg,p.o. 


lOOmg/kg.p.o 


. 300mg/kg,p.o. I 


25-41 


26 








1 


25-42 


22 











25-44 


9 










25-45 


13 




21 







25-46 


9 






35 





25-47 


29 








~j 


25-48 


23 











25-49 


21 




16 




: 


25-52 


68 


19 


40 







25-53 . 


7 




26 






25-54 


6 










25-55 


10 










25-56 


7 




24 






25-57 


7 


18 


46 






25-59 


8 


20 


37 






25-60 


5 










25-61 


5 




28 






25-63 


21 






25 




25-64 


20 










25-65 


9 
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% 4 5 RBffll (CETPStefflSffcffl) 



No. 


CETPfSttlllF 
ICm M) 




10mg/kg,p.o. 


30mgAg.p.o. 


100mg/lcg,p.o 


3 00m P /Wit n n 


25-66 


35 










25-67 


40 










25-72 


27 










25-76 


36 










25-77 


7 










25-78 


11 










25-79 


6 










25-80 


5 










25-81 


14 










25-82 


17 










25-83 


18 










25-84 


10 






17 




25-85 


7 










25-86 


10 










25-87 


6 










25-91 


22 










25-92 


19 










25-93 


22 










25-94 


18 










25-95 


18 
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S4 6 SUBfll (CETPffittHSflUB) 



No. 


CETPfS14lfi-S 
IC,o M) 


l y ✓ >\ ✓ jl - 


-7?79XOSi|iacEXPftttH3$ (%) 


10mg/kg,p.o. 


30mg/kg.p.o. 


lOOmgAg.p.o. 


300mg/lcg.p.o. 


25-96 


8 










25-97 


9 






19 




25-98 


8 










25-99 


6 










25-100 


16 




25 






25-101 


7 




8 






25-102 


8 






9 




25-103 


12 










25-104 


9 










25-105 


6 






14 




25-106 


10 




29 






25-107 


11 




' 22 






25-108 


7 






8 




66-3 


24 










66-4 


28 










66-9 


9 










66-10 


23 










66-11 


22 










66-12 


17 










66-14 


11 
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S4 7 RKfll (CETP®ttffl£fl:ffl) 



No. 


^&>rfa t& rh sr\ 

IC^, (/i M) 




10mg/kg,p.o. 


30mg/lcg,p.o. 


100mg/kg,p.o 


. 300mg/kg.p.o. 


66-16 


8 











66-17 


18 










66-18 


11 










66-21 


41 










66-22 


19 










66-23 


13 










66-24 


12 










66-25 


19 










66-26 


8 ! 










66-27 


9 










66-28 


18 










oo-zV 


7 










66-30 


19 










66-31 


27 










66-32 


22 










66-33 


19 










66-34 


22 










66-38 


26 










66-40 


42 










66-41 


25 
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8 (CETPSttlflgffcffl) 



No. 


A.rfn iWC p-*-i /T\ 

CETPfg&fflS 
IC„ (// M) 




10mg/kg,p.o. 


30mg/kg,p.o. 


lOOmg/kg.p.o. 


300mg/kg,p.o. 


66-42 


10 










66-43 


23 










66-46 


35 










66-48 


11 










66-49 


40 










66-51 


45 










66-52 


46 










66-53 


15 










82-1 


5 
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1 . -jftsS ( I ) 
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Yfct 

- C 0 - ; Xfct 
Z tt . 

t < tt&ftini!g£ttgiift#£ ut * 5 c e t ptmmmmo 

2. R# 

lt«Xtt»tttt© C . - . ; 

re* i as 4 iraongytT-iggisn-c * «t ^ c 3 . * D 

C 5 -8->^or;i/'ir-;i/Sx{iC3- 1 u^^P7';u^;i/C,-, 0 T;u^;ua ; 

C 3 - 1 o > ? a T)l * )U C > - . o T )l> ^USs 
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; 

mMX&'M&tfi<D C . - , .7;i/Jp;i/S, 
/Jc^^F ; 

C 3 - 1 o > 7 P T)l*)l** > * 

C 3- 1 u *> 7 p c i - , o * / 

7i;)K t7zr;K ^7^;i/fr£>jIJ£ft37' U -;uS£#-f ST" »J — 
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[5St\ Rs Xk X:, Xa, X«£tfYfct*tt^ftBjf#JM2 fc|^CT?*!K 
HBs« 



(5S«k Rs Xu X ? , X 3 , X«aVYtt*n*nHli8B©fc*i»}T*5) ; 
-Y1R1 
(Z.ZX', Yitt 



3. - 



■JRSC ( I - 1 ) 
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- C 0 - ; Xtt 
R.tt 

g&£ftT wt *> J: ^WBXttatttt© C . - , o7;i/^;i/S ; 
Ci-«ffi»7 , ;i/*;i^*JS ; 

S&£ftT^T& e fcv , >C 3 -ioS/£o7',)i/*;i/a ; 

gJS^nT^T-t)«t^C 3 -ioi/^0 7';i/dr;i'Ci- 1 o7 , ;V^r;i/S ; 
-S-R, 

E$£tvtfccfc^T'J-;i/gT*$>3) 

Xtt*©*ifD«B«b < tt^ffi^I^^S&^i: CE T PfSttfiB 

4. R,# 
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Ci-io7;u*;i/£ ; 

j-iQ^^D7;b*;wCi-io7;u*;i/S ; 



WO 98/35937 



PCT/JP98/00542 



129 

7 U -)l>&s 

7<;m, 

c x-<mL7)v*)\,m*Mtz c t -,&m7)]s*)i7z 

Ci-ioT;b+;i/^ 

- h pSs 
7*sMk 

? XfcWMtJK** 1 75M3flI£"t& 5 75M6 JKDttSKSRS 5 7JS 61©^? a 7 
•J —Jl7)]/^r)V^ ; 

*«Xtt^Stt© C . - ■ o7;i/*;i/£, 

75/)l&s 
Dy>ftC,-4Si7;i/*/H 
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S; 

K*JH^Xt4«t«JR?fel75£3«*rS 5 75 S6H©tl*3i 
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5. \L7>- [2- (v.na<< )i7i;) 7i-M y;ub7-f Y ; 
£7- [2- (2-7*Dt;K>^ y 4 frTi;) 7x-;i,] $;;ui/74 h ; 
£7- [2- ( 1 -/?)li/?a^*-V->l3)\,X-)\,TK ;) 7ir;i/] 
7-f K; 

tT7- [2- ( 1 -'fV / ^>f;i'^i'D^>^>*;b^r;i/7^ y) 7x-;w] 
i>7;i/7^ K ; 

£7- [2- ( 1 --f v^>*-;i/5^P'\*tf>a;i/5j?=;u7 5 y) 7i^] 
i?7;i/7-f H ; 

N— (2-^M7h7xr;b) -2, 2-^f;i/7Dtt>7? H ; 

N- (2-y;i'*7h7 3i^;i/) - l -4 v*.>3 L )H/pxj^*y->j])iX5-y- 

N— (2->^7h7i-;i/) - 1 -y^;^>7D^*+J->#;i/tf k ; 
N— (2-^M7h7i-;i/) - l yA>^>^D^>^>*mt 

N— (2-^Jl/3b7h7i-;i/) - 1 V7D t7l/^7D^^r1f >*;i/^dr1t 

S H ; 

N- (4, 5-^^DD-2-/;i/A7t-7i-;i/) -l-^V^>f;i/->^D 
^*if->jb;i/**-tM K ; 

N— (4, 5-^7DD- 2 -p<;i/737h7x-;i/) - 1 7^>^;i/i/7 □ 
^.>*>7j;i/**-b-^ h* ; 

N- (2-^;i/*7h-5-^f;i/7iz;i/) - l v^^fi^^D^t 
K ; 

N- (2-^;i/A7h-4-^f;i/7i^i/) - l y^>-? L ;i/i/7D's^r-9- 

^##8! S- [2- (l-^V^>f^>i'DA^>*M^7^) 7 
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2, 2-i>/?)\,3-*7'aV-*y$£ S - [2 - ( 1 - t^fr^tu^Vyh 
)\,i£-)\,T ^ J ) 7i^] xXr;b; 

7*-)U-*mm S- [2- (£MD^;i/7= 7) 7ir;b] i^^; 

2, 2 -^^b^T'D S- [2- (l-^V^>f;i/i/^D^ 

+*->#;i/#x;i/75 7) 7x~;u] i7>^;i,; 

2 - 7tfJI/7 5y - 3 - 7 xz;i/f t S- [2- (l-^fV^ 

>f-;i/>>^DA4i)->^z;i/7;y) 7x-;i/] i7r;i/ ; 

3- t'j^>^^-*;u^>it s- [2- (i--fv^>f^DA^>^, 
;t/#-;i/T* 7) 7x;;i/] i^ril/ ; 

700^-^$? s- [2- ( l -'f v^>^;i/v7D^^it>5b;i/^*^;i/T^ 

7) 7i-ll/] i^rJl/ ; 

* h S- [2- ( 1 V^>f^>^D^>*;i,^|,7 

^^7Dt^->i? s- [2- ( l -<< y^>?-)]s'>pn^*y->j])\,tf-jiT 

$ 7) 7x~;i/] x7x;U ; 

7i7+mStl S- [2- (l-'fy^>f;by^DA^>3!j;^r;i/ 
7*5 7) 7 x-;i/] x7x7U ; 

2-^?-;i^;j-7*Dt:;*>gg s- [2- ( l v^>?;^^d^>* 

;i/7tf- s 7 ) 7 xrjl/] i^r^ ; 

4- 7PD7x7+>>^^-gfS? S- [2- ( 1 -4 V^>3^>7D'\*-p> 

5 7)7 x^;i/] jl^^ji ; 

y^D70^>^>!lW>i S- [2- (l-fV^>^l/->i'D'\^> 

2-7*3-)l7*;-4-t))],J^j )\,?-*7?-i))im S- [2- (1— fy 

^>f;^^DA^>i);^z;i/7U) 7 x i7ril/ ; 

2-t KD^ri/^2-/f-;u^7f-7Dt:^>^ S - [2- ( 1 -4 v*>*-;i/ 
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2, 2->?^f-;i/^/i-7 , o^^>^ S- [2- ( 1 V^>^;i/v£n^> 
^>jj^;i/7?;) 7ir;b] x7x;i> ; 

f-a-ftR S- [2 - ( 1 — f V'O^^i'^P'O^^*^^-^^^ 7) ^ 
x -;u] x7?;i/ ; 

2, 2-^^Wt7DW>i S- [4, 5-^^DD-2- ( 1— f V 
2, 2-^^;W7DKt>l! S- [4, 5-^7DD-2- ( 1 -- f V 
2, 2-y^Wt7Dtt>88 S- [2- (l-f7^>f;i/i/i7DA+ 

o-^f^xxrjb s- [2- (i-^v^>^^^p^^-b-> 

3b;U7tf-;i/T^y ) 7i-*] x7^;i/; 

s^*JK$? s- [2- ( l -^;b^D^*-y->£;i/tf-;u7^ 7 ) 7x- 

S - 7 iz;i/x7xil/ ; 
N-7i-;W^U>l! S- [2- ( 1 -4 V^>-5 L ;i/^^P^+it> 

2, 2-^/^f^7'DW>il S- [2- (^D>fjl/7^) -A-Y 

2, 2-^Wt7"Dt*>i8 S- [4, 5 -y^na- 2 - ( 1 — >7 

D7'Dt;jbi'^D^t>*j^-;i'7;;) 7i-)i/] ixtA; 

2, 2-^^fM^Ptt>S! S- [4, 5-^dd-2- (2— >7 

2, 2-^^^?-3|-7-Dt^>K S- [4, 5-*#DD-2- 

3-)l>st7a^*ry->j3)\stf-)\/TA 7 ) ^xnjb] x^ril' ; 

2, 2-y^f;W7 , DM>H S- [4, 5 -S?£DD- 2 - ( 1 — >7 
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D7'Dtr;i/p(f-;i/i/^D'sJr-9->*;i/^-;i/7'$ y) 7i-j^ x7x;i/; 
2, 2-i;^^ft7DM>i S- [4, S-V>7nu-2- (l-i/7 
DA+i/;Mf;i/ i >^D^1t>*;i/^-;i'?U) 7 x-;i/] x. 7,^)1 ; 
2, 2-i^^H L ;*-7'P£;fr>^ S- [4, 5-^oo-2- (l-'fV 
7Pe;i/S/7P^*tf ^^tf-^TS ,>) 7i-;i/] xxril/; 
2, 2-^fM^7DM>i S- [4, 5-^DD-2- (1-fV 

2, 2-y^f;t/ft7Dt^>® S- [4, 5 -5>*DD- 2— ( 1 — f V 

2, 2-^^fW*7 , D^>|! S- [2- ( 1 — f V^>f-;i/^^P^^r 

7 ) - 4 -— h d 7 xt^I/; 
2, 2-^f/l'WnM>l S- [4-^7-2- ( 1 V*>*- 
)\,i/>?a^*y->j3)nn-)\s7^;) 7 i-it] x*x;i>; 
2, 2-y^f^*7DW>B S- [4-7PP- 2- (1 — fv^>f- 

2, 2-^^f-;i/^3frpf^->^ S- [5-£PP-2- ( 1 — r v^>f- 
;i/->^D^it>A;i't;-ji/7^) 7i-ii/] x7^;i/ ; 

2, 2-^^;W7'DW>S!! S- [4-7;M-P-2- (1-1*V^> 

^;^>?p^*-!J->#;i'*-;i/:7'^y) 7i-a] x^x;w; 

2, 2-^/^;i/^^7*Pt:3j->^ s- [4, 5-*7;i/;frP-2- (i--r 

V^>f-;ue/7P's^1t>*;i/*x;i/7 , 5 7) 7 xx;i/] x7^;u ; 

2, 2-^/fW7Dtt>|{ S- [5-7;i/*P-2- (l--fv"<> 

^b^p^-tf-^TJJi'tfx^T^y) 7i-)i/] i7,f ;i ; 

tT7- [4, 5-^7pp-2- (l-^V^>f-;i/^>^P^*1t>A;i/^x;i/ 
7^) 7i-)b] ^*;U7 4 k ; 

2-f h7tKD7'j;M^ 2- (l-'fV^>f-^i'tJ^t>A^ 
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N- (2->;i/*7h7zz;i/) - l -zLf-fri/tzi^Vy-hfr-X**)-* Y ; 
N— (2-^;nb7F7ir;i/) - l -7De;v^7D^*l?->;*7;i,#*-!J-~ K 

» 

N- (2-^;b*7"h7x-;i/) - l v^^i/^D^^-y-^^^^^.-y-^ 
H ; 

^>7P^*-tf->^;frfc;i/*>$! s- [2 - (l-^v^>f;^^D^it> 

*;b1f-;i/T^7) 7i-;i/] i7r;i/ ; 

?*%&Wm S- [2- ( 1 - ^ V^>f^i/7DA^>3bMr;i,7 ; 7 
) 7i^] iXrJl' ; 

5 S- [2- (l-fV^>f;i'->7D^> 

f-3MP» S- [2- ( v^>5 L ;i/^7P^^-y->5b;i/^n;i,^= y) - 
4 -^fib7i-Jl/] i7r^; 

[2- [1- (2-x^7^;i>) ->7n^1t>*M^7$;] 7 

1- *] ^7;i/7*f h* ; 

N- (2-^M7h7iz;i/) -1- ( 2 -x^i/T^P) i/7DA+if>ij 
K ; 

2- ^f;i/f3r7DW>H s- [2- [1- (2 -i^;i/7^;b) 
*-9->#;u**x;i,7*^] 7x-;i/] xt^;1/; 

2-/f;W7D^>|? S- [2- (l-fV7'^>7D^>3!i;i/ 
^•-;bT$7) 7x-;i/] i^rib; 

i-7-fef : ;nf^'ji;>-4-^*3b;u^>K s- [2- [1- (2-x^;i, 

S- [2- [1- (2-x^;u7^l/) is?n^*y>j])\,#-)iT 
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IS] 7 x i^r^l/ ; 

2, 2->/^m7DW>SS S- [2- [1- (2-x^;u^;i/) > 
£d^*U->£;1/*x;i,:p5. 7 ] 7i-*] x7^;i/; 
;< h S- [2- [1- (2-x^;i/7"^^) ^^D^^-th>*;i/ 

tf-ji/7>$y] 7xx;i/] i^fil'; 

2-h Va**/-2-*3-)\'1-*7'aZ*>®. S- [2- [1- (2-x^;i/ 

4 -^DD7i; *^:*BE$? S- [2- [1- (2-X^;i/7*5 L ;i/) *>7D 

/\dr-y->*7l/^x;U7'^ 7] 7xx;i/] x^ril/ ; 

4-7nD7x7**>^;tft®? S- [2- (l--fV7^1/i/^D^>* 
;i,5tf-;i/7' S 7 ) 7xx;u] x.7>7-)l ; 

l-7*3-)\s^i)V>-4-3-*j3fr*>m. S- [2- (l-^V7f;W> 
^D^>AM-;i75;) 7xx;l/] X7s^;i/ 

ETPrSOT^Jo 
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18. CX- [2- ( 1 -ywi/i/^D^>*^=;i'7$>') 7iz;v] 
£7.- [2- (l-^V^>f/^>?D^>^>A/l/^/l'7?;) 7 x-;u] 

t:7s- [2- ( l v^>f n >*m=^75 y ) 7i-ji/] 
J>*;t/7-r K ; 

5 h* ; 

N— (2-y;i/*7h7xr;i/) - l u^^yfD^^K K ; 

N— (2-^W7>7iz;i) -l-f7^>f;^^D^>^>AM^ 
5 K ; 

N- (2-^W7h7xr;i/) - 1 ->f V7D^y^DA^>ijM+^ 
5 P ; 

N- (4, 5-y^DD-2-^JI/*7|>7i-;i/) - 1-4 V<>^->7D 
N- (4, 2-y/bA7h7i^) -l-'fV^f^^P 

N— (2-/;v*7f-5-^f;i/7i-;i/) -l-iv^^/^^DA+t 
>* ; 

N- (2-/^7h-4-^^7i-/P) - 1 -4 V*>*-;i^*D'\*-!r 
f-^ra S- [2- ( 1 -4 V^>^l/^^D^^rit>*;i/^-;i/7 > ^>) 7 

xzi;b] x7x;b ; 
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2, 2-^^^ft7Dtt>i S- [2- ( 1 -jtf-W9w\*V>ii 
jitf-jisT*;) 7i-;i/] ; 

2, 2-i^* L ;H L :*7-pe;*>^ S- [2- ( 1 -<< V^y=1-)\,*/>?n^* 
yryhfr-ft-frTl 7) 7iXJ|/] x^x;i/; 

2- 7 7 -fe^l/7*5 7-3-7xx;i/3 1 ;fr7*Dfc:;!|->g? S- [2- (l--fV^ 

3- WJ>?-*i3)lX>m S- [2- ( 1 — f V^>5 L ;i/->^D'\^r-tl->* 
;b#x ;ut 5. 7 ) 7i-M x7*^;i/ ; 

Pavn-mm S- [2- ( 1 --f v^>^;ui'^D^^-y->*;i/^-;uT5 
7 ) 7i-;i/] ; 

tY**/ 1 }-*?*®. S- [2- (l--fv^>f;^^D^t>*;i/t;-;b7 

W/DW>S S- [2- ( 1 --f V^>^i/^D^^if>AM-^7 
;/) 7i-;i/] x7^;i, ; 

7xy^r^^jJ-if^ S- [2- ( 1 -4 v^>^;u>>^P^^r-9->*;i/**x;i/ 
7^;) 7xx;i/] x75^U ; 

2-/W^7DM>g[ S- [2- (l-^V^>f;^^D^>* 
;i/#x;i/7-^ y) 7ix;i/] i7ril/ ; 

4- 7DD7x7*i/^#Bf$ S~ [2- ( 1 -<i D^*+>"> 
*;i/ifx;i/7'$ 7) 7xx;u] i7rJl/ ; 

J/^D7D^>f^*M>SS S- [2- (l--fV<>f;^^DA^> 
*;i/^;i/75;) 7i-^] x^f;i/; 

2-7^^:^7-4 -#;PM*^;u3 L *7>'j;t'® s- [2- (i-*v 

2-t HD^'>- 2 -7f-7l/f-^.rD t^">^ S - [2- (l-^V^>f-;i/ 

^yp^^rit^*;!/^-;!/^^ 7) 7 xx;u] i7f;i/ ; 
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2, 2-V*3-)l3-*7oV*>m. S- [2- ( 1 -4 y^>3^>70^> 

^^-^ S- [2- (l--f V^>f-;^^D^>^ >A;vi<r;i/7 ^ / ) 7 
xn;i/] x7x;i/ ; 

2, 2-^f;W7D^>i S- [4, 5-^7DD-2- (1— fV 

2, 2-y^f;W7D^>^ S- [4, 5-*7DD-2- (l-<fV 

2, 2-iS*3-)\'?*7VK:*>$& S- [2- (1 --f V^>^l/J'^n^ 
f>/b;i/#-;i/7 5>' ) -4 - h y 7Wd/W7x-a] x^t^ ; 

O-^WUXrfl/ S- [2- (l-'fV^W^D'N^ 

??*lKtt s- [2- (i-/^^D^*tf>£;i/tf-;i/T^7) 7xx 

xTnT^I/ S-7i-iH7,r;b; 

n-7i^w*;wu>si s- [2- (i-fv^>f;i'i'^n^> 

*;U^-;U7»$ 7i-il/] i7r;i/ ; 

2, 2-^f;W7DW>i S- [4, 5-y>on-2- (l-S'* 

P7"Dt;b>>^D'N^ > /*^-^75 7) 7 xn;u] x7xJU ; 

2, 2-^^f;W7Dtt>H S- [4, 5-^DD-2- (l-^> 

^7i/^7D'\+^>7j;i/^x;i/7'^y) 7 x-;b] iXrJi/; 

2, 2-^^^bf-^7-of^>S§ S- [4, 5-y^DD-2- (l-i/7 

2, 2-^^fm7-DW>l! S- [4, 5-y^DD-2- 

2, 2- f J*1-fr**7B\Z*lfm. S- [4, 5-^^OD-2- (1— fy 
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2, 2-^f;W7DW>l! S- [4, 5-^7DD-2- (l-'fV 

^y?-)\,*s>7n^7$>l3)lX-)\,Ti.J) 7ir;b] x7^;i> • 

2, 2-^^^^^7-p^^->^ S- [4, 5-y^DD-2- (1-^V 

^.>^;ui>^D7*^>'*;i/**ii;b7'5 7) 7x~;i/] ; 

2, 2-i?^f;i/W7Dtt>® S- [2- ( l-i' V^>5 L ;i/^>^D'sdr 

t>*Mz;i/7^) -4--hP7ir;i/] i7r;i/ ; 

2, 2-^^f;W7-DW>|| S- [4-y7^-2- (l--fV^>f 

;i'i>^D's^rlJ->*;i/^^;i/7'^ 7) 7 x~;u] x^ril/ ; 

2, 2-«;^f;W7Dt*>ij S- [4-7PO-2- (l--<V^>f- 

;i/i'^D^^-9->3{7;i/^n;i/7'^ 7 ) x^rii/ ; 

2, 2-«;/f;W7Dtt>K S- [5-7DD-2- (l-^V^>f 

;i/->^D^^-9->*;u^^;i/T$ 7 ) y*-)V] ixrii' ; 

2, 2-^y^;i/^^-7 , D^^->^ s- [4-7**0-2- (l—fvo 

^l/i/^n^t^jljM^b??;) 7x_;i/] x7n^;1/ ; 

2, 2-^^^U^^7 , D S- [4, 5-^7;i/^-D-2- (1 -1" 

V^.>^-;bi/^ D^^r-9->^;l/^-;U7'^ 7) 7i-]l/] i^rib ; 

2, 2-^/^W7D^>i S- [5-77l/5j-D-2- (l-fM> 

e*- [4, 5-s^7dp-2- ( 1 --f v^>f;i/^^D^>AM-;y 

7*^7) 7i-^] i/X;i/7^ K ; 

2-t 1 h7t KD7'j;Mf;i/ 2- (l-fv^>^i'i'a^^>*;i/^ 

7) 7x-;l/ ^7>;b7-f K ; 
N- (2-y;i/*7'h7x-;i/) -l-if;b«>^D^t>MW; F; 
N- (2-y.;i/jb7>7xri;i,) -l-7D^k>^DA^>jj;i/^U' 

i 

N- (2-^;u*7"h7 x - 1 -7"^;i/^7D^dr-9->*;i/^^-th* K ; 
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N- (2-^^*/h7x-;b) - 1 --i v7^i'^D'\^>A;i/m5 
i/^D^^r-y->^^-*;b^>^ s- [2- (1 -4 v<^>^5/^d^*^> 
^*£Jt#i? s- [2- ( l - -f v^>f;i/>>^ n^>*M-;i/7^ 

) 7i-il/] i^tA ; 

5-*;i/^^r->^3)-^>^>^ s- [2- (l --f v^>f-;i/^^o^dr-9-> 

^•^•^ S- [2- ( 1 -- f V^>W^D^>**#^7^) - 
4-^f;i/7i-;i/] iXril/ ; 

tTT.- [2- [1- (2-xf;i/7f;i/) is?t}^*y->j3)l#=.)lTS> 7] 7 
xx;i/] i?^;i/7-f h* ; 

N— (2-^;i/A7*h7x^;i/) -l - (2-if;i/^) s^d's 

2-^f;W7Dt*>i s- [2- [l- (2-x^;i/^;i/) v^p^ 

s. y ] 7i-ii/] x^^;b ; 
2-^^-;u5 L 3i-7'Dtr^->i? s- [2- (1-4 v^^S'^d^^xi^ 

l-7**\M/e^y$>>-4-^;*3tJJl/#>I8 S- [2- [1- (2-x^;i, 

?-*gm S- [2- [1- ( 2 -x^;i/7?-;t/) */Zt]'\*y>l3)lX=-)l7' 
= 7] 7x-;i/] xx^;i/ ; 

2, 2-^^5 L ^5 L ^7 , Dtr^>^ S- [2- [l- (2 -x^;i/^;u) 

i7D^ap-y->*;i/^x;i/7'5 y] 7 xxju] x*x;i/ ; 

^ h*">f-*»8 S- [2 - [1 - (2-x5 L ;i/7 r ?-;i/) ispD^*y>ti)i 
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2-fc Yu**/-2-**frf*7u Z*>®. S- [2- [1- (2-x^;i/ 

4-?no7x;*i/1-*mWt S- [2- [1- (2-x^;i/7-^;i/) >>?d 

>aji/*r.;i/7 > * y ] 7iz;i/] xt.x;1/ ; 
4-^DD7zy+^KS? S- [2- (l--fV/f;i'i'^D'\^>A 
;v^7^) 7xx;i/] i7f^ ; 

1 -7Mr*-;i/K"o;^>-4 -^^-*;i/^>^ S- [2- (l-fv7^i/-> 
?v\*Vl'l3)\'tf-)l>7S.;) 7ix;b] xxf/l/ 

o 

2 0 . -»5£ ( I ) "C«*n*fl3^«, *©7D H 7 y ^©E1S£±!<F 
gUftSBU Xtt*©*fn»£U < tt»«t«I«J©C E T PfSttKS»J©»St*' 

2 i . -ass ( i ) tssnsft^ ^©t-d ^©g^±^F 

« Xtt*©*«»«U < ttiSIKiBIttOKJIiJflifi^teXtttSlJHIICRJS 

2 2. -jftS (I) fSdnift^ ?07DF7^ft6t ^©EliLtfF 

gbft^Jgs xtt *©*»«!« l < tt^intics&M^b^KXtt^^©^ 

2 3. -jftS (I) T*3i£ti£<b£tk ?07D H7yM^ *©E*±W 
TPrSttfclSS-f *£i£o 

2 4. -©it (I) f^n5ft^ *©7*p K5vm*, *©E*±flS 
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